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“. .. There can be little doubt that this is the book of the year. An outstanding 
production which every surgeon must have in his library for ready reference." 
THE BRITISH JOURNAL OF SURGERY. 


METABOLIC CARE OF 
THE SURGICAL PATIENT 


By Francis D. Moore, Moseley Professor of Surgery, Harvard University 
Medical School. 1,01! pages. £7. 


An outstanding new book, by a world-famous authority, that is being acclaimed 
as one of the most important contributions to surgical literature published 
since the war. The book provides answers to the common bedside problems 
of surgical metabolism, and deals with most of the metabolic situations 
encountered in general surgery, plus many seen in urology, orthopedics and 
neuro-surgery. Emphasis is directed entirely toward care of the patient— 
with the investigative and clinical approaches to surgical metabolism merged 
at the bedside. 


Levine & Harvey’s CLINICAL AUSCULTATION OF THE HEART. 
New (2nd) edition. 


By Samuel A. Levine, Clinical Professor of Medicine (Harvard); and W. Proctor Harvey, 
Assistant Professor of Medicine (Georgetown). 652 pages, 660 illus £3 17s. 


Christopher’s MINOR SURGERY. New (8th) edition. 
By Alton Ochsner, Professor of Clinical Surgery (Tulane); and Michael DeBakey, Professor 
of Surgery (Baylor). 539 pages, 347 illus £3 13s. 6d. 


BIOPSY MANUAL 
By James D. Hardy, Professor of Surgery; James C. Griffin, Instructor in Surgery; and 
Jorge A. Rodriquez, Assistant Professor of Surgery at the University of Mississippi. 150 pages, 
54 illus. £2 5s. 6d. 


HANDBOOK OF CIRCULATION 
Prepared under the direction of the National Research Council of America. 
A single comprehensive compilation of known data on hemodynamics and related prob- 
lems. Contributions from over 300 authorities. Information ranges fror: effect of 
posture on heart rate to formulas used in cardiac catheterization. 393 pages. £2 12s. 6d. 
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LLOYD-LUKE 


Books that enshrine profound thought 


FLUID BALANCE IN OBSTETRICS 


A Critical Review 
PHILIP RHODES, F.R.C.S.(Eng.), M.R.C.O.G. 


Consultant Obstetrician and Gynzcologist, St. Thomas's and other Hospitals 


Matter on fluid balance in obstetrics is scattered 
throughout the literature. This is a book for 
clinicians presenting the salient features of the 
subject in a form that they can use. Emphasis 
is placed on the practical aspects especially in 
hyperemesis gravidarum, anuria, haemorrhage 
and postoperatively. The endocrine back- 
ground of fluid balance receives enough atten- 
tion to keep the clinician abreast of current 
developments. Rare disorders are included 
briefly for the light they may shed on the 
central themes of normal and pre-eclamptic 
toxaemic pregnancy. Attention is drawn to 
gaps in knowledge as a guide to future 
investigation. 


5 illustrations (1960) 25s. 


A SYNOPSIS OF FEVERS 


and their Treatment 
revised by J. H. LAWSON, M.D.(Glas.), D.P.H. 
Physician Superintendent, Ruchill Fever Hospital, Glasgow 


The aim of this synopsis is to present to the student in simple form a concise 
account of the infectious fevers which are commonly encountered and to supply 
essential information on recent advances. 

In describing the management of the disease importance is placed upon the 
individual rather than on the doubtful benefits which might accrue from his 
isolation. New material has been added to bring up to date aspects of knowledge 
in streptococcal fevers, meningococcal infections, poliomyelitis and ingestion 
diseases. Recent advances in viral infections have been included. The section 
on chemotherapy has been re-written and includes an appraisal of broad spectrum 
antibiotics, their rational application and the dangers of indiscriminate use. 


viii + 184 pp. (1960) 10s. 


FORENSIC MEDICINE FLUID BALANCE IN PRACTICAL 
by A. KEITH MANT SURGICAL PRACTICE OBSTETRIC PROBLEMS 
saiationd by L. P. LE QUESNE by IAN DONALD 
-D.(Lond.) D.M.(Oxon.), F.R.C.S.(Eng.) M.B E., M.D.(Lond.), F.R.C.0.G. 

(1959) 42s. (2nd. edit. 1957) 20s. (And. edit. 1959) 55s. 


LLOYD-LUKE (Medical Books) Ltd., 49 Newman St., W.! 
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PEPTIC ULCERATION: A Symposium for Surgeons op naa IN MEDICAL 
PRACTI 
By CHARLES. WELLS. M8. FRCS. and JAMES Seth Edition. C. Allen Birch, 4e 
272 pages. 69 illustrations 42s BEDSIDE DIAGNOSIS 
Fifth Edition. Charles Seward. 25s. 
SURGERY AND CLINICAL PATHOLOGY IN 
eae: ie renga n Sam PROTOZOOLOGY 
A 
By CHARLES BOWESMAN, O.B.E., M.D., F.R.CS.. eset oat 
1,076 pages 381 illustrations £5 10s. one L. R. S — 
AN INTRODUCTION To 
DISEASES OF THE SKIN PHARMACOLOGY 
By JAMES MARSHALL, M.D 1. 1 tale 55s. 
950 pages. 495 illustrations 84s. 
THE CELL OF SCHWANN 


FRACTURES AND ORTHOPAEDIC SURGERY Professor Gilbert Causey. = 21s. 
FOR NURSES AND PHYSIOTHERAPISTS FRACTURES AND JOINT 
Fourth Edition. By ARTHUR NAYLOR, Ch.M., M.Sc INJURIES 
F.R.C.S.(Eng.), F.R.C.S.(Edin.) Fesartih a 
374 pages. 386 illustrations 27s. 6d. Avett pan Lergta vm 

volumes, not sold separately. 

ESSAYS ON THE FIRST HUNDRED YEARS OF £6 10s. 
ANAESTHESIA AN INTRODUCTION TO 
By W. STANLEY SYKES, M.8.E., M.A., M.B., B.Chir., VETERINARY 
D.P.H., D.A PHARMACOLOGY 
200 pages. 63 illustrations 30s. F. Alexander. 20s. 


* ————— _TEVIOT PLACE, EDINBURGH ———_ x 


GUT 


for physicians, surgeons, radiologists, 
A NEW pathologists, with topical and authoritative 
articles on all aspects of gastroenterology. 


GUT 
SPECIALIST number one (March 1960) contains among 


others, papers on the early diagnosis of the 
JOURNAL cause of haematemesis, on intestinal 

pseudo-obstruction with steatorrhoea, 

and on aspects of gastric secretion. 


GUT 


Annual Subscription £3 is edited by Mr. Harold Edwards, with 
U.S.A. and Canada $10 Dr. F. Avery Jones as editorial secretary, 
i oN supported by an expert committee. The 
yom peur eenel eubsertption quality of illustrations and their reproduction 

agent or from . . “et 

dpe: will be a special feature of this journal. 
Publishing Manager, 
B.M.A. House, GUT 
Tavistock Square, the Journal of the British Society of 
London, W.C.| Gastroenterology is published by the 

British Medical Association, quarterly. 
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| [MODERN Books FOR PRACTITIONERS :: 


New (Second) Edition in Two Parts 
THE HAMOLYTIC ANAMIAS 
By J. V. DACIE, M.D., F.R.C.P 
Part |: Congenital Anamias. 1/8 illustrations. 45s. Now Available 


Part 2: Acquired Anzwmias. in Preparation 


THE DIABETIC LIFE: its PRACTICAL PROCEDURES 
Control by Diet and Insulin ESSENTIALS OF IN CLINICAL MEDICINE 
and Oral Treatment by ORTHOPADICS Biochemical and Radiological 
Sulphonyl-ureas By PHILIP WILES MS., Investigations 

By R. D. LAWRENCE, ™.A., F.R.C.S., F.A.C.S By R. |. S. BAYLISS, M.A., 

M.D., F.R.C.P. New (Sixteenth) New (Third) Edition M.D., F.R.C.P. New (Third) 

Edition. Edition. 

417 illustrations 70s. 
19 illustrations 15s. 54 illustrations. 42s. 


A New Book Ready this month 


LEUKAMIA 
Research and Clinical Practice 
By F. G. J. HAYHOE, M.A., M.D., M.R.C.P. 


12 coloured plates and 196 black and white illustrations. 60s. 


Hale-White’s MATERIA ANATOMY: Regional A SHORT TEXTBOOK 

MEDICA, PHARMACO.- and Applied OF SURGERY 

LOGY & THERAPEUTICS By R. J. LAST, MB. BS., By C. F. W. ILLINGWORTH, 
New (Thirty-first) Edition By F.R.C.S. New (Second) Edition. C.B.E.. M.D., Ch.M., F.R.C.S. 


New (Seventh) Edition. 
A. H. DOUTHWAITE, M.D., 372 illustrations, many in 16 plates and 254 text-figures. 
F.R.C.P. 25s. colour 80s. 4s. 


FRACTURES, DISLOCATIONS AND INDUSTRIAL PULMONARY DISEASES 
SPRAINS 

By PHILIP WILES, M.S., F.R.C.S., F.A.C.S 

519 illustrations. 27s. 6d. 98 illustrations. Ready this month. 32s. 


A New Book Ready this month 


DEAFNESS 
By |. CHALMERS BALLANTYNE, F.R.C.S., D.L.O. 
7! illustrations. 25s. 


Latest ‘ Recent Advances’ Latest from U.S.A. 


SURGERY CANCER AND ALLIED DISEASES OF 
peaet 4 ee F. TAYLOR, M.A., D.M., INFANCY AND CHILDHOOD 
h 
Hey Ling By |. M. ARIEL, M.D., F.A.C.S., and G. T. PACK, 
160 incur 60s. 318 illustrations. 160s. 
CARDIOLOG a 
By TERENCE EAST, M A. DM. ERCP. and ee eee 


RTIS BAIN, M.c., D.M., R.C.P. ba 
New (Fifth) Edition. By J. McM. MENNELL, M.A., M.B., B.Chir., 


133 illustrations. 45s. D.M.R.E. 78 illustrations. 68s. 
HEALTH ARTHRITIS: General Principles, Physical 
a tane BURN. M.D., D.Hy., D.P.H Medicine and Rehabilitation 
New (Second) Edition. Edited by E. W. LOWMAN, M.D. 
54 illustrations. 40s. 134 illustrations. 
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British Pharmaceutical Codex 


1959 


The seventh edition of the British Pharmaceutical Codex, just published, 

provides the latest available information on the properties, standards, 

actions and uses, contraindications, dosage and formulation of nearly 
1000 medicinal substances in current use. 





There are 70 new monographs — 78 new formula — 3 new appendixes 


The Codex has been compiled by the aid of ten committees and sub- 

committees on which over 100 experts in their particular spheres have 

served. In addition approximately 50 specialists have prepared and 
commented on proposed new and amended formule. 


Pp. xxix+-1301. Price 70s. (Packing and postage 2s. 6d., overseas 4s.) 


THE PHARMACEUTICAL PRESS 
17 Bloomsbury Square, London, W.C.1 























THE WORLD'S GREATEST 
: BOOKSHOP 


if * FOR BOOKS? 


Famed Centre for 
MEDICAL BOOKS 


| is something all 


@A bookshop such as booklovers 
dream of. There is no other 
= bookshop, anywhere, to compare 
| with Foyles. @ 
—A Customer's Letter 
119-125, CHARING CROSS ROAD 
LONDON, W.C.2 


Gerrard 5660 (20 lines) Open 9-6 (inc. Sats.) 


(Two minutes from Tottesham Court Road 
Station) 


NETRUNNER TOUTE AES ST 


CT ns 


| experienced motorists 


take with them on 
the Continent. 


| Michelin make the 


best Continental 
guides and maps. If 


MICHELIN 
English Editions 


| include: Touring 
| Guides to Jraly and B 
Switzerland 15/- each 


(postage 9d. and 6d.). 
Regional Guides tu 


| France— 


French Riviera, 
Brittany, Paris, 


| Chateaux of the Loire 


12/6 each (postage 6d.) 
MOTORING MAPS 
from 2/6 


MICHELIN 


= maps or guides cover: 
| you want the best,take = é 


AUSTRIA, BENELUX 
BRITAIN, FRANCE 


| @ERMANY, PORTUGAL — 
| SPAIN, N. & W. AFRICA — 


Send for the latest list to the 


U.K. Distributors: 


NEWS CHRONICLE 
PUBLICATIONS 


(Box 7) 14 Bouverie Street 


Lendon, E.C.4 
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Important Works on Cancer 


CANCER 
Edited by RONALD W. RAVEN, 0.B.£. (MIL.), T.D., F.R.C.S. In Six 
Volumes and Index Volume. Profusely illustrated. 85s. net per 
volume, postage and packing extra. 
VOLUME I Part I Research into Causation 
VOLUME II Part Il Pathology of Malignant Tumours 
VOLUME III PartIII Additional Pathological Aspects 
Part IV Geography of Cancer 
Part V Occupational Cancer 
Part VI Cancer Education 
Part VII Cancer Detection 
VOLUME IV Part VIII Clinical Aspects of Malignant Tumours 
VOLUME V Part IX Radiotherapy 
VOLUME VI Part X Chemotherapy 
Part XI Public Health and Nursing Aspects 
INDEX VOLUME 
“* ... a monument to British Cancer Research” 
British Journal of Surgery 


CANCER OF THE PHARYNX, LARYNX AND 
OESOPHAGUS and Its Surgical Treatment 


By RONALD W. RAVEN, 0.B.£. (MIL.), T.D., F.R.C.S. Pp. xiv + 292 
+ Index. 189 illustrations. 67s. 6d. net, by post Is. 9d. extra. 

The author of this new book writes from a wealth of personal experience. He deals 
exhaustively not only with pathology and anatomy, but with pre-cancerous conditions 
and the clinical picture, describing those operations which he has found valuable. 
The results of radiotherapy are fully reviewed, together with special anaesthetic 
considerations. 


CANCER OF THE SKIN 


By JOHN C. BELISARIO, C.B.£., E.D., M.D., CH.M., D.D.M. Pp. xvii + 
321 + Index. 201 illustrations. 8 photogravure colour plates. 50s. 
net, by post Is. 6d. extra. 

By its clear discussion of diagnostic procedure and thorough yet concise description 
of therapeutics, this work points the way to earlier diagnosis, more specific treatment 
and thus to a lowering of mortality from cancer of the skin. The superb colour 
photographs, reproduced by photogravure, contribute much to the value and 
interest of the text. 
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British Oxygen equipment and gases... 


THE WRIGHT 
respirometer 


.». used every day to ease pain and save lives 
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Unequalled After Sales Service 
JACK: BARCLAY (SERVICE) LTD., YORK ROAD, BATTERSEA, S.W.1/ 
The Officially Appointed Service Engineers 
BATtersea 6444 
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Teaching Emphysema Patients 
Diaphragmatic Breathing 


SPENCER'S GORDON-BARACH SUPPORT CAN HELP! 


It visually demonstrates to the patient whether or not his 
diaphragmatic breathing technique is correct. 

It strengthens abdominal muscles through exercise—thereby making 
the practice of diaphragmatic breathing more instinctive. 

Expiratory ventilation of lungs is improved by the recoil-type 
thrust of the springs during exhalation. 




















The Gordon-Barach Support is an adjunct to diaphragmatic breathing. 
Special steel springs incorporated into the abdominal pad are 
compressed during inhalation when abdominal muscles are properly 
used. Increased tension of these compressed springs aids expiratory 
ventilation. 


For further information write to:- 


SPENCER (BANBURY) LTD. 
Consulting Manufacturers of SURGICAL & ORTHOPAEDIC SUPPORTS 


Spencer House, Banbury, Oxfordshire . Tel. 2265 
LONDON OFFICE: 2 South Audley Street, W.1 Tel. GROsvenor 4292 


APPLIANCES SUPPLIED UNDER THE NATIONAL HEALTH SERVICE 
THROUGH SUBSIDIARY COMPANY, SPENCER (SURGICAL SUPPLIES) LIMITED 


Trained Retailer-Fitters resident throughout the Kingdom. Name and address 
of nearest Fitter supplied on request. 
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for better control of vaginitis 


The leucorrhoea which brings patients to the 
physician is usually the result of a mixed infection 
Each of the three sulphonamides in SULTRIN 
Vaginal Tablets has optima! antibacterial activity 

at the different degrees of acidity at which 

common vaginal pathogens flourish - thus ensuring 
sustained therapeutic activity and response 


LITERATURE ON REQUEST 


Sultrin 


TRADE MARK 
triple sulphonamide vaginal tablets 


Sulphathiazole 17! mgm. Sulphacetamide 143 mgm. N'Benzoyilsulphanilamide 185 mgm 





Ortho Pharmaceutical Limited G==a2 


Saunderton - Buckinghamshire CTY 
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A rational 
procedure 


WHEN PRESCRIBING ELASTIC HOSIERY: 


ALL AVERAGE CASES 


Generally preferred Thigh Stockings, 
por ene Elastic Yarn, Scholl. 
(virtually invisible under usual hos?) 





Generally preferred Below-knee Stockings, 
enisnens Elastic Yarn, Scholl. 


(non-slip without suspenders) 


EARLY VARICES 


Thigh Stockings, 
Nylastik, Scholl. 
(Full-footed) 





These lightweight nylon elastic 
stockings provide a degree of 
support which is entirely adequate 
in many cases of early varices, 
and in pregnancy 


The name Scholl ensures 
support, fit and comfort 


PRESCRIBABLE ON N.H.S. 


THE SCHOLL MFG. CO. LTD., 182-204, ST. JOHN STREET, LONDON, E.C.! 





ANNOUNCEMENTS 

















SILBEPHYLLINE 


AN IMPROVED THEOPHYLLINE THERAPY 


SILBEPHYLLINE introduces several important 
advances over conventional aminophylline therapy: 


ADVANTAGES: 


f Intramuscular injec- 
tions are PAINLESS. 


2 Tablets do wort pro- 
duce nausea or gastric 
irritation. 


3 Suppositories do Not 
give rise to proctitis. 


SILBEPHYLLINE 
is a derivative of theophylline which has a 
therapeutic activity comparable with amino- 
phylline, but without unpleasant side effects. 
INDICATIONS: Left ventricular failure. 


Congestive cardiac failure 
Bronchial asthma. 


PACKINGS: Ampoules: boxes of 6 and 50 
Suppositories: boxes of 6 and 50 
Tablets: packs of 24 and 100. 


Samples and literature available on request. 


SILTEN LTO-SILTEN HOUSE-HATFIELD-HERTS Hatfield 3012 





a 
new 
major 


tranquilliser ... 


** Melleril was superior to all other phenothiazines 
in its ability to bring about clinical improvement 
in florid and overactive schizophrenics with 


the minimum of side-effects . . .’ 


J. ment. Sci. (1960) 106, April number. 


“The most striking aspect of Melleril therapy 
is the poverty of side-effects.” 


J. Amer. med. Ass. (1959) 170, 1283. 


Vielleril 


BY | SANDOZ 


the tranquilliser pure and simple 


Melleril (thioridazine hydrochloride): tablets of 10 mg., 25 mg., 50 mg. and 100 mg. in bottles of 50 and 250 














no 
ifs and buts 


about 


‘Terramy 


backed by 
overwhelming 


clinical 


in chronic bronchitis 
‘The most useful [oral antibiotic] is 


evidence oxytetracycline [Terramycin] and 

there is no doubt as to its value in 
reducing the amount and the puru- 
lence of sputum.’ ' 


‘Of the treatment regimes tested, 


: oxytetracycline [Terramycin] stood 
SCIENCE FOR THE WORLD'S WELL-BEING out as an effective single therapeutic 


agent...’ 3 





Pfizer Ltd., Folkest K 


*Trace Mark 





cin 


brand of oxytetracycline 


in chest complications 

of influenza 

‘ 39 per cent. developed varied 
complications, 25 per cent. of these 
being serious and necessitating 
vigorous treatment with antibiotics 
All recovered with modern drugs 
the most effective beng oxytetracyc!ine 
{Terramycin] Side-effects of the 
drugs were not observed and their 
early use produced rapid resolution 
of the secondary infections so com- 
main influenza.’ ? 


in infectious diarrhoea 

Results of treatment of 205 premature 
and very young infants with Terra- 
mycin demonstrate the possibility of 
treating this infection successfully 
without dietary restriction. Tolera- 
bility of Terramycin was excellent, 
even in the very young.’ * 


in urinary infections 
‘Terramycin is an effective antibiotic 
for treating many urinary infections 
caused by both gram-positive and 
gram-negative organisms and has 
cured where all other antibiotics 
have failed.’ 


1 Practitioner, 1955, 175, 670 
2 Brit. med. J., 1957, ii, 263 
3 Practitioner, 1959, 183, 751-752. 


4 Abstracted (Medizinische, 1955, 46, 1601.) 


5 J. Urol. (Baltimore), 1953, 68, 319. 
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Varicose Ulcers 


Bed Sores 


— Rash 


Combining the long- 
established soothing 
and healing properties 
of Cod Liver Oil with 
protective constituents. 


MORHULIN Ointment may 
be used with advantage in 
conjunction with P.O.P. Band- 
ages and pressure dressings, 
and as an adjunct to systemic 
therapy. 


Both 
can be usefully employed for 


Ointment and Powder 


wounds and skin injuries of 
every description. 


@ Regd. Trade Mark 
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Pyramid Works, 
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Easily applied 

No objectionable odour 

Minimal Disturbance of dressings 
Does not adhere to the skin 
Promotes rapid granulation and 
Smooth cicatrization 


PRESENTATION Basic N.H.S. Price 
MORHULIN OINTMENT Tubes 1joz. 2/5} 
Jars 350 G. 9/- 
MORHULIN POWDER 4o0z. 
Sprinkler Tins 2/5) 


Samples and literature are available on 
request. 


LABORATORIES LTD. 
West Drayton, Middlesex 
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Without it 
your emergency bag 
is incomplete 


STATUS ASTHMATICUS, ACUTE HAY FEVER, 


for IMMEDIATE use in: | Accercic EMERGENCIES, TRAUMATIC SHOCK, 
EMERGENCY SURGERY, FULMINATING INFECTION 


~ and for immediate relief (injected locally) 
ia Rheumatoid Arthritis and Acute Bursitis 


Injection ‘CODELSOL’ is a sterile solution (not 

a suspension) of prednisolone 21-phosphate, READY FOR IMMEDIATE 
INJECTION, intravenously, intramuscularly or intrasynovially, 
without further mixing or dilution. 

Since refrigeration is not required, Injection ‘CODELSOL’ 

can be carried in your bag, ready for immediate use. 

Injection ‘CODELSOL’ may be administered through 

a small-bore needle; response is very rapid and an adequate dose 
is contained in a small volume of solution. 

Injection ‘CODELSOL’ may be life-saving in your patient. 

How supplied: Injection ‘CODELSOL’ is supplied in 2 mi. vials 

containing 20 mg. prednisolone 2!1-phosphate per ml. 

The United Kingdom N.H.S. basic cost is 21s. Od. per 2 ml. vial. 

Literature will gladly be supplied on request 


Injection ‘CODELSOL’ 


Regd 
(PREDNISOLONE 2!-PHOSPHATE, Sterile Solution of Prednisolone) 


&D MERCK SHARP & DOHME LIMITED, HODDESDON, HERTS 
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Ferroids 





Can be prescribed with 
Confidence 
TO ACHIEVE AND 


MAINTAIN SATISFACTORY 
HAEMOGLOBIN LEVELS 


IN LQ Ge OS) PArients 


Acceptable to both doctors and patients. 
This partly chelated complex of iron and amino acids 
is well absorbed, without troublesome side-effects. 


One ‘ Ferroids’ table Utilisation of iron is unusually high. 


three times daily wil ‘FERROIDS’ establish 
be adequate for most patients. Pairs 
satisfactory haemoglobin levels and replenish iron reserves 

When require more effectively and safely than conventional iron salts. 


eight tablets daily—or more 
will be well-tolerated *‘ FERROIDS’ tablets contain: 
even if taken between mea Iron aminoates.,....350 mg.* @ Vitamin B, 


ts are available in containers of 


8 and 1,000......54/8 (Basic N.H.S. prices) 


*FERROIDS’ is a registered trade mark of: 


RIKER LABORATORIES LIMITED 


LOUGHBOROUGH ~- LEICESTERSHIRE $0/59-F3 
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in premenstrual tension 


STELAZINE* 


helps to restore emotional stability 
returns appetite and sleep patterns 
to normal—combats anxiety and 
nervous tension without making 
the patient feel drowsy or depressed 


Available in | mg. tablets in containers of 50 
and 500 and in | ml. ampoules each containing 
1 mg. ‘Stelazine’, in packs of 12 For severe 
mental illness 5 mg. tablets are available. 
FORMULA: 


2-trifluoromethyl-10-(3’[1”-methyl piperazinyl 
4”)-propyl) phenothiazine dihydrochloride 


Smith Kline & French Laboratories Ltd @ 
Welwyn Garden City, Herts ’ 


*Stelazine’ (trade mark) brand of trifluoperazine 


SZL:PA60 
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the 


HIGH PEAK 


oral penicillin 


BROXIL 


BROXIL is the first of the new antibiotics 
prepared from the penicillin nucleus’? — 
6-aminopenicillanic acid—isolated in the 
Beecham Research Laboratories. 
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BROXIL 


(BRL 152) 


BROXIL produces a greater concentration of antibiotic 
in the blood after oral administration than any other 
oral penicillin. It produces blood level peaks two to 
three times as high as those following oral potassium 
penicillin V, and at least equal to those following in- 
tramuscular injections of penicillin G. 


BROXIL has an antibiotic spectrum similar to other 
forms of penicillin. 


BROXIL is the potassium salt of 


(ORs, 162) 6-(x-phenoxypropionamido) penicillanic acid. 


AVAILABILITY 

Vials of 12 tablets. 

Basic N.H.S. price: 125 mg. 8/-, 250 mg. 14/9d. 
Bottles of 100 tablets. 

Basic N.H.S. price: 125 mg. 54/9d., 250 mg. 108/- 


BEECHAM RESEARCH 


vo 
- 
Ang 


a’, 
Laboratories Ltd. - 
“7 


GREAT WEST ROAD, BRENTFORD, MIDDLESEX 


+ 


Telephone: |SLeworth 4/1! 
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scratching 


infection 


The human hand is endowed with a tireless capacity for scratching 


and for introducing an extraordinary variety of bacteria 


and other contaminants into lesions 


.. «you can break this cycle with 


HY DRODERM ointment 


Rega. 


‘HYDRODERM’ Ointment, the most widely prescribed 
steroid-antibiotic preparation. Thousands of physicians 
know that inflammation with or without infection demands 
‘Hydroderm’, Its soothing effect often is apparent within 
an hour of the first application. 

‘Hydroderm’ incorporates hydrocortisone with neomycin 
and bacitracin, in a greasy base. It is supplied in tubes of 
5G. and 15 G. The N.H.S. basic cost is 7s. od. per 5 G. tube. 


Literature and sample gladly supplied on request. 


Qo) MERCK SHARP & DOHME LIMITED, HODDESDON, HERTS 





universally prescribed 








AMOXAL 


THE NEW, COMPLETELY SAFE AND HIGHLY ACTIVE ANTIFUNGAL 


POTENT ANTIFUNGAL ACTIVITY 
HIGH DEGREE OF SKIN PENETRATION - NON-IRRITATING 
MILDLY ANALGESIC - PLEASANT TO USE 





in three presentations 
AMOXAL GEL especially for athlete’s foot and most 


other tinea infections. 


AMOXAL CREAM for dry scaly lesions or large raw 


areas of skin. 


AMOXAL DUSTING POWDER antifungal and deo- 
dorant, for use with the GEL or CREAM, and to prevent 
re-infection from shoes and socks. 


Chmical samples and further information will be 
sent on request. 


AMOXAL GEL contains amyloxybenzamide 2%, amyloxy- 
acetophenone 2% and salicylic acid 1% in an alcohol gel 
base. AMOXAL CREAM contains the same ingredients in a 
cream base. AMOXAL DusTInG Powper contains amyloxy- 
benzamide 2% and hexachlorophane 0.5% in a puffer pack. 


The basic NHS cost of the 25 gramme pack of both Amoxai Gel 
and Amoxal Cream is 3/-, and that of the Amoxal Dusting 
Powder is 4/-; all subject to Purchase Tax. 


Smith & Nephew Pharmaceuticals Limited 


WELWYN GARDEN 


CITY 


HERTFORDSHIRE 
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Each tablet contains: 
i-dimethyl-phenyl-imino- 
thiazolidine hydrorhodanate 


l-ephedrine hydrorhodanate 
theophylline 
phenylidimethylpyrazoione 


Respiratory comfort following 
the modern Anti-asthmatic 


Priatan 


20tablets - 10g.solution - 6 ampoules, each 1-1c.c. 


KNOLL LIMITED, 20, Gerrard Street, London, W.1 
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HARVEY PHARMACEUTICALS 
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NULACIN “has 


revolutionized the treatment 
of duodenal ulcer” 


‘This new method of the 
administration of antacids (Nulacin) 
has revolutionized the treatment of 
duodenal ulcer . . . milk drip is no longer 


part of our therapeutic stock in trade,” 


PROC. ROY. SOC. MED., December, 1958, 51, 1063 


Nz LACIN tablets, when allowed 
to dissolve slowly in the mouth, provide 
intragastric milk-alkali drip therapy 
safely and effectively for both the bed- 
ridden and ambulant patient. They 
may be relied on to provide a treat- 
ment for peptic ulcer as well as other 
conditions associated with gastric 
hyperacidity. 
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The safety and effectiveness of 
Nulacin therapy has been proven 
by “‘in vivo” clinical work carried 
out in many countries. References 
to this work include :— 

Current Status of the Medical Treat- 
ment of Peptic Ulcer, Med. Times, 


January, 1958, 1, 74 


Antacids, The Practitioner, January, 
1957, 178, 43 

Antacids in Peptic Ulcer, The Prac- 
titioner, January, 1956, 176, 103 
Recent Advances in the Ulcerative 
Diseases of the Gastrointestinal Tract, 
Amer. J. Gastro., December, 1956, 
26, 665 

Ambulatory Continuous Drip Method 
in the Treatment of Peptic Ulcer, 
Amer, 7. Dig. Dis., March, 1955, 22, 
67-71 

Management of Peptic Ulceration in 
General Practice, Med. World, De- 
cember, 1954, 81, 591-601 

Clinical Investigation into the Action 
of Antacids, The Practitioner, July, 
1954, 173, 46 
Further Studies on the Reduction 
of Gastric Acidity, Brit. 
Med. 7., 23rd January, 
1954, I, 183-184 
Control of Gastric Acid- 
ity by a New Way of 
Antacid Administration, 
j. Lab. & Clin. Med., 
1953, 42, 955 : 
The Effect on Gastric 
Acidity of ‘“‘Nulacin” 
Tablets. Med. 7. Aust., 
28th November, 1953, 
2, 823-824 








Nulacin tablets have no B.P. equivalent. The Basic N.H.S. price of the 25 tablet tube is 2/-. 


Further information is available from: 


HORLICKS LIMITED . PHARMACEUTICAL DIVISION 


SLOUGH - BUCKS 
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WHEN PRESCRIBING 


THE NEW READY-PREPARED SUSPENSION 


OF POTASSIUM PENICILLIN V 


simply write peT AD "4 KK 
SUSPENSION ” 





It is the short name for 
‘Distaquaine’ V-K Suspension — 

. the first ready-prepared suspension 
of this rapidly absorbed oral 
penicillin. It needs no preliminary 
preparation, and its pleasant flavour 
and consistency appeal to patients 
of all ages. Issued in bottles of 
2 fi. oz. (60 ml.), DQV-K Suspension 
contains in each 5 ml. the equivalent of 
125 mg. penicillin V as potassium salt. 
Basic cost to the N.H.S.—8s. 10d. per bottle. 


READY— 
PREPARED 


THE DISTILLERS COMPANY (Biochemicals) LIMITED 
BROADWAY HOUSE, THE BROADWAY, WIMBLEDON, LONDON, 8.W.19 
Telephone: LIBerty 6600 Owners of the trade mark ‘Distaquaine’ rru 17/594 
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Wit 


with 
OXYGEN 


when using the 


KIDDE 
Uita-Lightweight 
Resuscitation Set 


A completely portable design for domicilliary first-aid and hospital use. 
Special versions available for Ambulance Work. 

Supplied complete with carrying bag, breathing mask 

and connecting tube in the following sizes :— 





OXYGEN CAPACITY} APPROX. WEIGHT 





120 litres . oz 
170 litres . oz. 
240 litres . Coz. 
530 litres . Box. 








% Simple and safe to operate %* Two rates of flow available by selection 
* Cylinders Home Office approved 


Prices and Literature gladly sent on request 
THE WALTER KIDDE COMPANY LIMITED 
Belvue Road, Northolt, Middlesex 
Telephone: Viking 6611 
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Broad spectrum 
| CHLOROMYCETIN® is 
effective against most 
organisms present in 
ear infections. 


Where perforation 
has occurred, use of 
CHLOROMYCETIN® Ear Drops 
ensures high local 
concentration of 
Chloromycetin, thus 
achieving rapid 
acterial clearance. 


ent can be 
tin the 

's home, 
essary. 


in the 
treatment of 
ear infection 


CHLOROMYCETIN 


EAR DROPS 10% = “Tress Merk 


Chloromycetin (Chloramphenicol B.P., Parke-Davis) 10% in propylene 
glycol: in 5 o.c. vials, with dropper and bottles of 100 c.c. 


ey NSE ame rAALowe PARKE, DAVIS &CO. Inc. U.S.A. Liability Limited. Hounslow, Middx. Tel: Hounslow 236! H Te 
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Feelings of insecurity, anxiety and depression are promptly relieved by 


Drinamyl tablets 
Each ‘ Drinamyl’ tablet contains 5 mg. dexamphetamine sulphate BP and 32 mg. 


amylobarbitone 
SMITH KLINE & FRENCH LABORATORIES LTD 


DL:PA108 ‘Drinamyl’ is a trade mark 
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A NEW ORAL, NON-MERGURIAL DIURETIC 


HIGH POTENCY 

LOW TOXICITY 

RAPID PROLONGED ACTION 
CONSISTENT EFFECT 
EXCELLENT TOLERATION 


INDICATIONS : 

Acute and chronic cardiac failure 

Hy pertension 

Renal oedema 

Hepatic oedema 

Pre-menstrual tension 

loxaemia and oedema of pregnancy 
Drug-induced oedema 

and other conditions where diuretic therapy 
is required 


PACKS: 

50 mg. scored tablets in bottles of 30, 100 amd 500. 
Varketed in the United Kingdom by 
HARVEY PHARMACEUTICALS 


a department of Pfizer Ltd., Folkestone 


1 Trade Mark 








in proctitis and other ano-rectal 
disorders complicated by inflammation 


Anusol-HC 


Anusol with hydrocortisone 


Quickly arrests inflammation, gives sustained 
relief from pain and irritation. The new 
Suppository incorporates 10 mg. (0.35%) of 
hydrocortisone in the established Anusol formula. 


Dosage: one Suppository twice daily should control the 
condition within a week—for radiation 
proctitis and haemorrhagic proctitis more 
prolonged treatment is usually necessary. 


Anusol 


prescribed more often than any other 
Suppository in the world. 


antiseptic - decongestive - emollient 


Anusol immediately relieves haemorrhoidal pain, 
soothes irritation and hastens healing. 
* contains no anaesthetics to mask more 
serious symptoms. 
Dosage: one Suppository morning and night and 
after each bowel movement. 


han, 


Ba. WILLIAM R. WARNER & CO. LTD., EASTLEIGH, HAMPSHIRE, 





arm muscle spasm 
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low back pain be muscle pain 





Slip Neoy 


arm muscle spasm 





when skeletal 
muscle spasm 
causes pain 


relief of pain by relaxation 


of muscle in spasm 


now-a new concept INI@[LPILLED< 


relaxes only the muscle in spasm 


Norflex rapidly and effectively reheves muscle pain by 
he affected muscle. Norflex is more satis 


han bed rest and analgesics because it relaxes 


highly specific effect, producing relaxation only at 
of demand. ts the result of a central action 
indicated in fibrositis, strains and sprains 
riicollis, prolapsed intervertebral disc, back 
ciated with muscle spasm, and other painful 
ir conditi 

Eac long-acting Norflex tablet contams 100 mg 
idrine citrate. In bottles of 100 and 500. Basic 

t: 20 8d. and 93 .- 


long-acting Norflex 

a single tablet twice a day 

relaxes only the muscle in spasm 
RIKER ) 

Riker Laboratories Limited 


ighborough, Leicestershire 
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low back pain muscle pain 





now-a new concept 


when skeletal 
muscle spasm 
causes pain 


relief of pain by relaxation 
of muscle in spasm 


NOLL) 


relaxes only the muscle in spasm 


Norflex rapidly and effectively relieves muscle pain by 
relaxing the affected muscle. Norflex is more satisfac- 
tory than bed rest and analgesics because it relaxes the 
nuscle spasm 

This highly specific effect, producing relaxation only at 
the site of demand, is the result of a central action. 
Norflex is indicated in fibrositis, strains and sprains, 
cute torticollis, prolapsed intervertebral disc, back 
pain associated with muscle spasm and other painful 
muscular conditions 

Each long-acting Norfiex tablet contains 100 mg 
»rphenadrine citrate. In bottles of 100 and 500 tablets. 
Basic NHS cost: 20/8d. and 93/- 


long-acting Norflex 

a single tablet twice a day 

relaxes only the muscle in spasm 
RIKER ) 


Riker Laboratories Limited 


ershire 
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When you examine 


AMDAX 


please note... 


Please note also— 

How easy it is for your 
patients to insert 

How gentle its contact with 
the vaginal epithelium 

How positive its wick action 
tn absorbing the flux 

How dainty it is for the 
patients to remove 

Hore well it is adapted 


to individual needs 

















The Tampax tampon is unique in providing “flat expansion” 
conforming to the flat cross-section of the normal collapsed 
vagina. The Medical Profession realizes the essential physio- 
logical advantages of this feature ; and patients appreciate the 
comfort of Tampax in sifu 
Indeed, because Tampax was designed by a physician the 
most thorough scientific consideration was given to all 
such essential details. To meet individual requirements 
Tampax is available in two absorbencies (Regular and Super), 
The surgical cotton is compressed to one-eighth of its original 
size, and is supplied in a simple individual applicator to as- 
sure easy insertion and a hitherto unknown degree of hygiene 
When placed within the vaginal canal, Tampax expands with- 
out irritation or pressure on the cervix—its positive wick 
action drawing the flux freely away from the cervix and 
preventing any blockage of the flow 
The comfort, convenience and complete hygiene, which this 
modern form of menstrual protection provides, can contri- 
bute so much to your patient’s peace of mind and encourage 
her to lead a normal life during the period. 
If you have not closely examined Tampax, Professional 
samples and literature will gladly _be supplied by Medical 
Department, Tampax Limited, Havant, Hants, 


Tampax provides better physical management 
of menstrual hygiene 


q@ DIAGRAM SHOWING CORRECT PLACEMENT OF TAMPAX 
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An entirely 





new and 
effective 
drug for the 
specific 
treatment of 
nausea and 
vomiting 


of pregnancy 


Mornidine for n 


Mornidine is a new phenothiazine in which a useful separation 
of activities has been achieved. Even at maximum therapeutic 
dosage levels Mornidine does not have the specific tranquil- 
lising action of previous phenothiazine drugs and is therefore 
not liable to produce the characteristic side effects associated 
with this type of activity. 

Mornidine (brand of Pipamazine) is available as a sugar-coated 
tablet containing § mg. 


c.p. Mogae eas & «CO. LTD., HIGH WYCOMBE, BUCKS. 
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| 

| HENTAZIN TABLETS Contain 

jmg., or 68mg. 

perphenazine. Bottles of 50 

and 500. FENTAZIN INJECTION 

cpntair Ss 5mg. perphenazine 
Boxes of 5 and 100: 


‘ 


ampoules ot I C4 


ALLEN & HANBURYS LTD 


Bethnal Green London E 2 




















WELLDORW 


can end 
the barbiturate 


menace 





0/ of all accidental deaths 
| by poisoning are caused 
0 by BARBITURATES 
0/ of all suicidal deaths 
/ by drugs are caused 
0 by BARBITURATES 


Brit. Med. 7., Oct. 17, 1959 
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WELLDORM 


brand dichloralphenazone 





Welldorm is a sedative, a hypnotic, and a mild analgesic. It 
gives 6 to 8 hours of natural refreshing sleep with no hangover. 
Welldorm is a safe and effective alternative to the barbiturates 
wherever day-time sedation or night-time hypnosis is required. 


Welidorm is safer than the barbiturates 
in the elderly 


Welldorm is particularly valuable in geriatric practice, because 
nun «=e ~~ it does not produce the confusional state so often the result of 

giving barbiturates to the elderly patient. 

DOSE: Two to three 10 grain tablets. For day-time sedation, 

one 10 grain tablet. For infants and young children there is 

a2} grain tablet. 

The basic NHS cost from the dispensing packs is 1d. a 

tablet for adults and jd. a tablet for children. 


is the safe, effective non-barbiturate 
sedative /hypnotic 


Smith & Nephew Pharmaceuticals Limited 


Od WELWYN GARDEN CITY HERTFORDSHIRE 


WELLDORM KNOWN 4 BONADORM NA TRALIA AND “DORMWELI N THE REMAINDER OF THE BRITISH COMMONWEALTH 
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‘Mysoline’ opens a window on a new world 


TO THE EPILEPTIC CHILD, ‘ Mysoline’ can 
bring new-found confidence and alertness. 
It enables the child to enjoy normal 
activity in a safe and healthy environment. 
‘Mysoline’ can often be used with advan- 
tage in cases already controlled with other 
drugs but where freedom from hypnotic 
effect would be desirable. 


The place of ‘Mysoline’ in juvenile 
epilepsy is now well documented in the 
literature. 


Available in tablets of 0.25 G. and as a palatable 
oral suspension. Basic N.H.S. costs : 4/4d. for 30 
tablets dispensed from packs of 1,000, and 5/8d. 
for 100 ml. of suspension. 


Mysoline greatly valued in the treatment of epilepsy 


TRADE MARK 


Primidone B.P. 


IMPERIAL CHEMICAL INDUSTRIES LIMITED PHARMACEUTICALS DIVISION WILMSLOW CHESHIRE 


Ph.s 
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HYPERTENSION 


has a multiple aetiology and 
polytherapy seems desirable 


in most patients, '-’ 


M 10-PRESSI N Strength No. 2* contains 


Rauwolfia Serpentina 25.0 mg 
to produce central inhibition 
of sympathetic mechanisms; 


Protoveratrine 0.2 mg. 

to produce general 

vasodilatation and bradycardia; 
‘Dibenyline’ (phenoxybenzamine 
hydrochloride) 5.0 mg. to produce 
long-lasting peripheral 
vasodilatation. 


M 10-PRESSI N is therefore the preparation 


of choice, particularly in 
‘the treatment of ambulatory 
hypertensive patients’.* 


*Strength No. | is half strength. 


1. (1955) R.J. med. J., 38, 443-47 

2. (1955) Amer. J. med. Sci., 230, 415-26 
3. (1959) Practitioner, 182, 494-96 

4. (1955) Postgrad. Med., 17, 318-24 

5. (1959) Brit. med. J., ii, 556-57 

6. (1955) Amer. J. med. Sci., 230, 551 

7. (1955) Philad. Med., 50 (43), 1231-35 


Smith Kline & French Laboratories Ltd 
Welwyn Garden City, Herts 


Mio-Pressin’ & ‘Dibenyline’ are trade marks Brit. Pat. No. 673599 MP-PAIO 


‘ 





immediate treatment 


for respiratory infections 
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Ready combined preparation 


of penicillin-streptomycin A single dose contains 


kills susceptible bacteria $00,000 units soluble 
sodium penicillin 
swiftly, decisively and 0-5 G streptomyciit 
(as sulphate) 
economically In single and five-dose 


GLAXO LABORATORIES LTD vials in boxes of 10. 


GREENFORD MIDDLESEX BYRon 3434 


one , Crystamycin ts a Glaro Trade Mark 
Subsidiary Companies or Agents tn most 
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ADHESIVE BANDAGING WITHOUT 
SKIN IRRITATION 


No Rubber Solvents 


ating natural 


Resins oF 
No irrit 


Poroplast considerably reduces the risk of skin irritation which often 
associates with the use of ordinary elastic adhesive bandages. It contains no 
rubber and none of the irritating natural resins or solvents usually embodied 
in adhesive plaster. 


Consequently Poroplast can remain in situ for long periods without causing 
irritation, and it has been well tolerated even on very sensitive skins. 


Poroplast is porous and has the same characteristics of elasticity, stretch and 
compression as ordinary elastic adhesive bandages. Its price is the same. It can 
be prescribed on N.H.S. In rolls 3” and 2}” wide (5-6 yards stretched). Sample 
roll on request. 


THE SCHOLL MFG. CO. LTD.: 182-204, ST. JOHN STREET - LONDON E.C.! 
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A corticosteroid 
molecule 
with greater 


ALLERGIC 
RHEUMAT 
LAMMAT 


activity 


Bronchial Asthma 


and Allergic Arthritic 
Disorders 


Disorders 











ORAL THERAPY 
* far less gastrointestinal distress 


* safe to use in asthma with 
associated cardiac disease; 
no sodium and water retention 
* does not produce secondary 
hypertension—low salt dict 
unnecessary 


* no unnatural euphoria 


Available as 


1 mg. scored tablets, bottles of 100 
4 mg. scored tablets, bottles of 30 
4 mg. scored tablets, bottles of 100 


Adcortyl and Adcortyl-A 
are Squibb Trademarks 


SQUIBB 





Dermatological 
Conditions 


Adcorty] Finan. 


SQUIBB TRIAMCINOLONE 


TOPICAL THERAPY 
* well tolerated locally 


* no oedema, electrolyte imbalance or 
systemic toxicity 


* ADCORTYL-A WITH GRANEODIN 
(Graneodin is Squibb Neomycin-Gramicidin) 
gives added protection against 
secondary bacterial infection 


Available as 


Adcortyl-A Ointment 0.1%, 5 and 15 gm. tubes 
Lotion, 15 ¢.c. squeeze bottle 

Adcortyl-A Ointment 0.1% with Graneodin, 

5 gm. and 15 gm. tubes 

Lotion, 15 c.c. squeeze bottle 


E R SQUIBB & SONS LTD 
EDWARDS LANE SPEKE LIVERPOOL 24 
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The management of Pain 


DF 118 


DIHYDROCODEINE BITARTRATE 


a potent oral analgesic 


In general practice DF 118 fills the gap 
between Tab. Codein. Co. and Morphine. 
It causes fewer side effects than other 
analgesics of equal potency 

and is not D.D.A. 


PACK BASIC N.H.S. PRICE 


Tablet of 30 mg.| 25 5s. Od. 
do. | 100 | 16s. 8d. 


DUNCAN FLOCKHART OF 


The Doctors’ House 





Duncan, Flockhart & Co. Ltd., Edinburgh 11 
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‘Talo l-Mdal-td@lel-le)elisleMEaeleleliale 
Tale l-ialale mol 6l-tial-t-t— 
Tam da-t-adlare 


non-infected dermatoses 


MORE EFFECTIVE 

the spray applies the full potency of 
hydrocortisone right on to the inflamed 
area. After a few days, lesions become 


flat and pale, 

MORE PLEASANT 

it doesn't sting, burn or irritate, avoids 
the need for fingering and rubbing in. 
MORE CONVENIENT 

it’s easy to use, much more acceptable 


corRTam 
alidaaemenl to mothers and children, and old people. 


+ 
Cortril Spray 
brand of hydrocortisone 


SCIENCE FOR THE WORLD’S WELL-BEING 


Pfizer Limited Folkestone - Kent 


* Trade Mark 
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TFCALDRINE 


Tecaldrine is a completely new cough syrup 
salaiiieenitiiniaiies with a balanced formula of antihistamine, 

Hydrobromide : 30mg. antitussive and expectorants. It is indicated 
Ammonium Chloride B.P. 250mg. for all phases of the cough due to simple, 
Ipecac Lig. Extract B.P. 0.5m. acute and subacute bronchial infections, and 
Menthol B.P.... ss 10 gr. in allergic and asthmatic coughs. 


St 24.5Gms. Tecaldrine tastes pleasant and pours easily. 


ABBOTT 
LABORATORIES LTD & Baker St. London WH 


Each fi. oz. of Tecaldrine contains: 


Thenylene 50 mg. 
(Methapyrilene Hydrochloride Abbott) 
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*Therapeutische Umschau 1952, 8, 143 


Tetrahydrofurfuryl salicylate . 
Ethyl nicotinate 

n-Heryl nicotinate 

Ethyl p-aminobenzoate 
Water-miscible cream base ad 


Transvasin is the registered trade mark of Lloyd-Hamol Ltd. 
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penetration in Arthritis and 


Rheumatism 


NICOTINIC, SALICYLIC AND p-AMINOBENZOIC ACIDS in Ester form 


In CASES Of soft-tissue rheumatism, and arthritic disorders, many doctors 
are tending more and more to regard Transvasin as an indispensable adju- 
vant to treatment. 

For Transvasin is composed of the esters of nicotinic, salicylic and 
p-aminobenzoic acids. These esters readily pass the skin barrier in thera- 
peutic quantities, and so enable an effective concentration of drugs to be 
built up where they are needed.* 

Transvasin not only induces vasodilation of the skin with a superficial 
erythema, but also brings about a deep hyperaemia of the underlying tissues. 
It is non-irritant and can be safely used on delicate skins. 

It is now being widely prescribed, with successful clinical results. Since 
a very small quantity is sufficient for each application, the cost of treat- 
ment is extremely low. 


LLOYD-HAMOL LIMITED 11 Waterloo Place, London, S.W.1. Whitehall 8654/5/6 


Transvasin is available in 1 oz. tubes, 
basic N.H.S. price in the U.K. 2/6. 
Samples and literature will be gladly 
sent on application. 
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@ Today’s most potent oral diuretic— 
ten to twelve times more powerful 
than chlorothiazide. 


@ Exercises complete control over pro- 
longed periods. 


@ Is effective in all cases where diuretic 
therapy is indicated. 


@ Shows no significant degree of toxicity. 


@ Has a short, simple name that is easily 
remembered. 


it alladds up to— 


Unscored tablets of 25 mg. and 50 mg. HYDROCHLOROTHIAZIDE 
in tubes of 25 and botties of 100 and 500 


TRADE MARK 


Basic cost to N.H.S. of 12 tablets from dispensing pack of 100—2s.7d. or 4s. 84d. according to strength 


DOSAGE RANGE 
According to the severity of the condition and the response secured, dosage will 
range from 25 mg. once or twice daily to 75 mg. or 100 mg. twice daily. 


Broadway House, The Broadway, Wimbiedon, London, S.W.19 


\ ead THE DISTILLERS COMPANY (B8iochemicais) LIMITED 


Telephone: LiBerty 6600 
Owners of the trade mark ‘Direma’' 
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one histry! spansule 
capsule gives 12 hours’ 
relief from hay fever and 
other allergies 


' 
SMITH INE & FRENCH LABORATORI 
Welwyn Garden City, Herts 


prt. Pad He 
| 


SH :PA30 (Col) 


hloride) 
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Framygen 


Framyeort 


save systemic antibiotics for systemic uses 
in skin and eye infections use the 
potent antibiotic specifically for local use 


Framygen and Framycort preparations all contain Framycetin— the potent 
antibiotic that is specific for local use. Framycetin is bactericidal: it is 
effective against all the pathogens commonly found in skin and eye infections. 
Bacterial resistance is very rare, and patient sensitivity has not been reported. 
Framycetin on the skin 

FRAMYGEN CREAM Framycetin sulphate 0.5% 

FRAMYCORT LOTION Framycetin sulphate 0.5%, hydrocortisone acetate BP 0.5°, 
FRAMYCORT OINTMENT As the lotion, but in a greasy ointment base. 


Framycetin on the eye 
FRAMYGEN OPHTHALMIC OINTMENT Framycetin sulphate 0.5% 
FRAMYCORT OPHTHALMIC OINTMENT Framycetin sulphate 0.5°%,hydrocortisone acetate BP 0.5%, 


Genatosan Ltd Loughborough Leicestershire 
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Geigy 








Outstanding new uricosuric agent 
for maintenance therapy 
in chronic gout 


Anturan therapy rapidly reduces theserum urate 
level and markedly increases the renal urate 
excretion. Comparative studies have shown 
that with Anturan urate clearance is increased 
by as much as 700°,,'—considerably more than 
with any other uricosuric agent. "it is certainly 
the most effective uricosuric drug to date, 
being dose for dose some twelve times more 
potent than aspirin and some six times than 
probenecid.’’? 


Anturan often proves effeotive in patients 
refractory to all other uricosuric agents. It may 
be administered with safety to patients with 
impaired renal function. Side reaotiors such 
as gastric distress are minimal, and Anturan 
is well tolerated over prolonged periods. 





Availability (Basic N.H.S. prices) 
Tablets, each containing 100 mg 
1,2-Dipheny!-3,5-dioxo-4-(2* pheny!- 
sulphinylethy!)-pyrazolidine 
Containers of 100 37s. 4d. 


Pius 9s. 4d. Purchase Tax 


J. Pharmacol., 119, 418 (1957) 
Brit. Med. J., 1, 1522 (1959) 





Geigy Pharmaceutical Company Ltd., 
Wythenshawe, Manchester 23. 
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A hen’s egg 
swallowed 


whole... 


(Ancient Egyptian remedy 
for sore throat) 


today the choice is— 


oo ts) OL —9 Ik 


for throat and mouth infections 


Strepsils antiseptic lozenges offer the following advantages in 
the local treatment of mouth and throat infections : 

* Very wide range of activity 

* Rapid bactericidal action 

* Prolonged and soothing effect 

* Contain no antibiotic or local anesthetic 

* Non-toxic 

* Low cost of treatment 
Strepsils are supplied in vacuum tins of 24 individually- 


wrapped lozenges at a basic N.H.S. price of 1/84d. 


Literature and further information gladly sent on request 
BOOTS PURE DRUG COMPANY LIMITED NOTTINGHAM 
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(phenylbutazone B.P.C. 50 mg. predriltone 1.25 mg.) 


Combined low-dosage 
antirheumatic 
Minimizes risk 

of hormonal imbalance 


Availability (Basic N.H.S. prices) 


Containers of 30 ee ee 10s. 8d. 
” 150 oo eo Cea C6 
» 500 oo «ce €6COT8. Od, 


Geigy Pharmaceutical 
Company Ltd. 
Wythenshawe, Manchester, 23 


PH 0 
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‘TLOSONE”’ 


LAURYL SULPHATE 


SUSPENSION 


A more effective treatment 
ol goto ly saleslel elm el-feona-aar- =u 


Maka-son aheneh-mllelonsnnnena-ne 


‘Ilosone’ brand propionyl erythromycin ester gives 
quicker, higher and longer-lasting blood levels than the 
older erythromycin, preparations. It is available as the 
lauryl sulphate salt, in a readily acceptable suspension. 
Each 5cc. contains the equivalent of 125mg. 
erythromycin base. 

The dose is a half to two teaspoonfuls every six hours 
(four times daily) depending on age. ‘Ilosone’ Lauryl 
Sulphate 125 for Oral Suspension is supplied in bottles 
to make 60occ., each with a 5cc. plastic spoon. 


Litt, 


ELI LILLY AND COMPANY LIMITED: BASINGSTOKE + ENGLAND 


* TRADE MARK 





Hygroton 

igy 

potent long-acting 
diuretic 


comforta 
’ patient accepta 
gentle action 


y available in tablets containing 1-Oxo-3-(3’-sulphamoy!-4’- 
oropheny!)-3-hydroxy-isoindoline 100 mg in containers of 15, 100, 500 
Gelgy Pharmaceutical Company Ltd., Wythenshawe, Manchester 23 


PH 156 
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long-acting 


antichol inergic 


Tyrimide 


Experimental studies and clinical use 
have established that: 


1. ‘Tyrimide’ is inherently long-acting. 





One dose in the morning and another at night 
provide an uninterrupted 24-hour effect 


2. ‘Tyrimide’ is effective. Tests of 
anti-secretory and anti-spasmodic activity 
have proved ‘Tyrimide’ to be more effective 
than other newer synthetics and atropine 


3. ‘Tyrimide’ is remarkably free from 
troublesome side-effects 


‘Tyrimide’—for the 
anticholinergic management 
of peptic ulcer and 
gastro-intestinal disorders 


Each ‘Tyrimide’ tablet contains 5 mg. ‘sopropamide iodide 
[3-carbamoy!-3, 3-dipheny!propy!] 

methy! diisopropyl ammonium iodide 

Smith Kline & French Laboratories Ltd 
Welwyn Garden City, Herts 


TM:PA30 *'Tyrimide’ (trade mark) brand of isopropamide 
iodide. Brit. Pat. No. 772921 
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Geigy 


Availability 
(Basic N.H.S. prices) 


Tablets of 0.75g 


Containers of 
12 a 5s. 4d. 
100 o os. Sh 


10% suspension in syrup 
Bottles of 50 mi_ 6s. 9d. 


PH 104 








Dosulfin the target sulphonamide 
for the chronic bronchitic 


Increasing clinical evidence is revealing that 
the greatest danger to the chronic bronchitic 
lies in the superinfection of the bronchi from 
upper respiratory tract infections. 


Dosulfin, a mixed sulphonamide consisting of 
equal parts of sulphaproxyline and sulpha- 
merazine, by providing adequate cover for this 
susceptible area equips the bronchitic patient 
to face the hazards of winter. 


Geigy Pharmaceutical Company Ltd., Manchester 23, 
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again 
and again 
until 








atarax’ 


brand of hydroryzine 


Patients with functional disorders will appear 
In your surgery repeatedly. ATARAX sup- 
ports your reassurance and advice. 


indications: 
When symptoms are of psychogenic origin. 


Availability: 

10 mg. tablets in bottles of 20 and 100, 25 mg. 
tablets in bottles of 20 and 100 and 10 mg. 
per 5 mi. syrup in bottles of 4 fl. oz. 


Marketed in the United Kingdom by 
HARVEY PHARMACEUTICALS 
a department of Pfizer Ltd., Folkestone 


3696 * Trade Mark 
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When the emotional problems of the aged 
are complicated by advanced or malignant 
_ disease, Sparine quickly controls the 
patient's agitation by inducing emotional 
detachment without undue sedation, 

and paves the way for better reception 

of analgesia. 

Moreover, not only does it enhance actively 
the pain-killing effects of such drugs as 

morphine, allawing them to be given in 

smaller, safer doses, but by its anti-emetic 

action Sparine limits the risk of vomiting 

which so often arises either as a 

sympton of the disease or as a 


ic-)-lon tlelaie come laule Mel a@e-lelt-tilelamia:t- Lalla a 





promazine hydrochloride 


PACKS: 

Tablets—25 mg., 50 mg. and 100 mg. 

Bottles of 50 and 250 

Now also available as a palatable, stable suspension. 
Each 5 ml. teaspoonful is equivalent to one 50 mg. tablet. 
Bottles of 115 ml. and 1 litre. 

Solution for injection (100 mg. per 2ml. ampoule). 
Boxes of 10 

Write for detailed information. 


*trade mark 


John Wyeth & Brother Limited, Clifton House, Euston Road, London, N.W.1 








When anxiety adds 


to her problems 


It may be the exaggeration of a teenage tension or may be 

just the embarrassment of the spots and pimples of adolescence; 
it may be premenstrual irritation or menstrual misery— 

whatever the issues that cloud her emotional judgement, Equanil 
will help your patient to view her life without the accompaniment 
of anxiety, worry and tension. 

Equanil is the safe, selective sedative—it relaxes 


both mind and muscle. 


Equanitl 


MEPROBAMATE 


Available as 400 mg. tablets. Bottles of 20 and 250. 


Equanil H.S. 200 mg. tablets. Tubes of 20 and bottles of 250. 


*rrade mark 


LONDON 
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The sleep of the just 





Among animals, only the adult Homo sapiens appears to have 
any trouble getting to sleep. And the more civilized the man, the 
more difficult sleep becomes. 

Recently it has been suggested* that sleep is the ‘‘natural”’ 
state of all animals—including ourselves. It needs a potentially 
injurious stimulus of some kind to arouse us from that state. Such 
stimuli may be external (noise, cold) or internal (hunger, indiges- 
tion, anxiety). Man, who creates his own anxieties, thus cheats 
himself of sleep. 

The well-known beneficial action of a hot milk drink, late at 
night, may be explained in this way. Because Horlicks (made pre- 
ferably with water only) contains milk in a partially pre-digested 
form and is therefore less likely to contribute an internal stimulus 
of its own, it is ideal for this purpose. By giving warmth and 
nourishment Horlicks prevents certain stimuli to wakefulness. 
In other words, you feel warm, satisfied, and sleepy. 

Horlicks is readily digested and is suitable for patients of all 
ages. 


HORLICKS 


* Lancet, 1957, i, 579 
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One dose of ‘Bimez’ 


gives one 


day’s ‘Sulphamezathine’ therapy 


om containing ‘Sulphamezathine’ and 
sulphadimethoxypyrimidine in the propor- 
tion of 3: 1, provides persistent sulphonamide 
blood levels which are maintained by single daily 
doses. It has also the outstanding advantages of 
safety and efficiency which have made ‘Sulpha- 


mezathine’ widely popular. This new, long-acting 
sulphonamide is available in two convenient dosage 
forms, Tablets and Suspension. 


TRADE MARK 


(Tablets and Oral Suspension) 


ICI 





WILMSLOW CHESHIRE 


FEATURES 
1 Absorption is rapid and complete as | 
with ‘Sulphamezathine’. | 
2 Effective blood levels. 
3 Low toxicity. 
4 Persistence, which makes single | 
daily dosage practicable 


‘Bimez’ Tablets. Each tablet contains: 
‘Sulphamezathine’ (Sulphadimidine 
B.P.) 0.375 gramme; sulphadimetho- 
xypyrimidine 0.125 gramme. Issued in 
containers of 12, §0 and 500. Basic 
N.H.S. cost 12 tablets 3/8d. (5 day 
treatment for an adult). 


‘Bimez’ Suspension. Especially suitable 
for children and the elderly. A teaspoon- 
ful (3.5 ml.) is equivalent to one tablet. 
Issued in bottles of 30 ml. Basic N.H.S. 
cost 4/- (§ day treatment for a child). 


IMPERIAL CHEMICAL INDUSTRIES LIMITED PHARMACEUTICALS DIVISION 


Ph. 980 
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your patient will prefer ‘Decadron’ wexsmernsone 


The discovery of ‘Decadron’ has 
increased still further the number 
of patients who may now be given the 
immense benefits of corticosteroid 
therapy. 


because unlike other 
steroids it promotes 
a natural sense 

of well-being 


*Decadron’ (Dexamethasone) is available in TWO strengths: ‘Decadron’-75 (0.75 mg.), green, 
half-scored tablets; ‘Decadron’ (0.5 mg.), yellow, half-scored tablets. 

The United Kingdom N.H.S. basic costs are: 7s. 8d. per 10 x 0.5 mg. tablets; 10s. 10d. per 
10 x 0.75 mg. tablets. Prices calculated on dispensing packs of 100 tablets. 


Made in England by 


MERCK SHARP &4 DOHME LIMITED, HODDESDON, HERTS Oe) 





BARBITURATES — ‘Weal! prescribe these lethal weapons and, to some extent, 
share the responsibility for their consequence.” 
Brit. med. J., 1959, i, 1244 


...now it’s 


MYLOMIDE 


the safe 


AMYLOBARBITONE 


Mylomide* secures the usual 
: »’> effects of amylobarbitone (6 to 8 hours 
sedation or hypnosis) at normal 
dosages, but the smallest overdose 
brings into play the analeptic 

action of Megimide*, thus eliminating 
the possibility of suicide or accidental overdose. 
Formula: Amylobarbitone = 100 mg. (1) gr. approx.) 


*‘Megimide’ (Nicholas brand of bemegride)=10 mg. 


Basic N.H.S. cost: 50 tablets for 3/- 





Commonwealth Resources for British Medicine 


A Nicholas Product ASPRO-NICHOLAS LTD 


Ethical Pharmaceutical Division 


SLOUGH + BUCKS - ENGLAND *regd. trade mark 
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New concept... 


Nebrinal«« 


relaxant- 
hypnotic 
reproduces 
the normal 


sleep pattern 


FORMULA 

Each tablet contains— 

Pentobarbitone . 50 mg 

Mephenesin B.P.....225 mg 
Schedule 4 

PACKS 

Botties of 50 and 250 

PRICE 

Basic N.H.S. cost, 

4)- for 50 tablets. 

DOSAGE 

Average adult dose: 

for insomnia—2 tabiets; 


up to 4 tablets may be taken . 


in severe cases. 
For general sedation— 
1 tablet every 6 to 8 hours, 


Nebrinal is a balanced combination of 
muscle-relaxant mephenesin and inter- 
mediate-acting pentobarbitone, presen- 
ted in the form of specially designed 
‘timed-release’ tablets to provide 
‘tapered’ dosage 

The outer layer of the tablet rapidly 
releases about two-thirds of the two 
drugs to induce relaxation and sleep; 
the balance of the drugs is released 
from the inner core 3 to 4 hours later to 
sustain relaxed sieep on a reduced 
dosage. 

The amount of barbiturate to be in- 
activated at any one time is thus kept 
low 


Nebrinal provides 
INDUCTION OF SLEEP 
through relaxant plus hypnotic action 


SUSTAINED EFFECTIVENESS 
through ‘timed-release’ action 


REFRESHED AWAKENING 
WITHOUT ‘HANGOVER’ 
through ‘tapered’ dosage 


Further details and professional samples on request 
A. WANDER LIMITED, 42 UPPER GROSVENOR STREET, LONDON W.1. nase 
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WZ; 


running moses 
in hay fever and pollen allergies \\ 


> 
* 


*‘TRIOMINIC’ stops rhinorrhoea, nasal congestion and 
similar disturbances in seasonal allergies—orally. 


‘TRIOMINIC’ provides prompt and lasting symptomatic 
relief of running nose, watery eyes and sneezing, by anti- 
histamine plus decongestant action—systemically. 


*‘TRIOMINIC’ timed-release tablets each act for 6 to 8 
hours. 


Each Tablet: Phenylpropanolamine hydrochloride .. . SO mg. 
(norephedrine hydrochloride) 
Mepyramine maleate B.P. . .... =. . 25mg. 
Pheniramine maleate . +. wud ae. ee 
Schedule 4” 
Also available: ‘Triominic’ Syrup for children and for adults 
requiring greater flexibility of dosage. Each teaspoonful is equivalent 
to 4 ‘Triominic’ Tablet 
Packs: Tablets, bottles of 50 and 250 (dispensing) 
Syrup, bottles of 2 fi. oz. and 20 fi. oz. (dispensing) 
Basic N.H.S. Prices: 12 Tablets (average script), 2/id. plus P.T 
2 fi. oz. Syrup, 2/6d. plus P.T. 
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In tune with 


NATURE 


‘ACTIDIL’ most potent of ° 
the antibistamines, gives 
rapid relief of allergies. 
Young and old patients 

“out of tune” with nature 
will be restored by two or 
three daily doses of ‘ACTIDIL’ 
Elixir or «actTipiL’ Tablets. 





b& BURROUGHS WELLCOME & CO. 
(The Wellcome Foundation Ltd.) LONDON 
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today's SEDATIVE and&t ET Lira haa hale 
i era ‘ el 


When sleep is a necessary aid to treatment in 
mentai or physical illness, ‘Distaval’ is wel- 


come for its potent hypnotic effect combined 
with outstanding safety. Having no demon- 
strable toxicity and minimal side-effects, this 
effective hypnotic can safely be given to 
infants and the elderly and in conditions 
where other drugs may be contra-indicated. 
It is also tasteless. In sedative doses, ‘Distaval’ 
is an invaluable aid in the treatment of certain 
mental illnesses or whenever it is desirable to 
ease the pressure of emotional stress. 


DOSAGE: 


6 Yryy T ? 4s a bedtime hypnotic: Adults: 50 mg.—200 mg. 
Infants and children: 25 mg.—50 mg. 
} is a daytime sedative: Adults: 25 mg. two or three 
iL ] times a day. Infants and children: Half to one 25 mg. 
~ + A tablet, according to age, one to three times a day. 


TRADE MARE 
brand of a-phthalimidoglutarimide (thalidomide) PRESENTATION: 
” ‘Distaval’ 25 mg. scored tablets in tubes of 24, bottles 
SA FE but effective of 100, 500 and 1,000. Basic cost to N.H.S. of 12 tablets 
from dispensing pack of 100, 1s. 0d. 
‘Distaval’ Forte 100 mg. scored tablets in tubes of 12 


o s e . 7 ¢ 
and bottles of 100 and 500. Basic cost to N.H.S. of 12 

non-barbituric tablets from dispensing pack of 100, 2s. 8d. 
REFERENCES: Practitioner, 1959, 183, 57. J. clin. exp. 


sedative and hypnotic —Peveioras.. 1959. 20, 243. J. Coll. gen. Pract., 1988, 1, 


398, Brit. med. J., 1959, 2, 635. 


THE DISTILLERS COMPANY (Biochemicais) LIMITED 
( Broadway House, The Broadway, Wimbledon, London, 5.W.19 Telephone: L1Berty 6600 
Owners of the trade mark ‘ Distaval’ 
Pru 13/59D 
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THE MONTH 


As Dr. Lindsey Batten points out in his article on ‘Allergy in general 
practice’, allergy is ‘a word that has got somewhat out of hand’, It is probably 
true to say that it is rather less ‘out of hand’ than it was a few 
The years ago, but there is still a tendency for it to slip too glibly 
Symposium off the tongue of doctors as well as laymen. In proven cases, 
however, considerable progress has been made in both 
diagnosis and treatment. Thus, Dr. C. J. C. Britton stresses that ‘in all but 
the rarest case, if proper techniques are used with potent standardized ex- 
tracts, the correlation between history and skin tests is near perfect, and such 
tests are of the greatest value’. So far as treatment is concerned, Dr. David 
Harley produces good evidence to support his view that ‘desensitization 
constitutes our main and most satisfactory armament in the treatment of re- 
current and chronic allergic diseases’, whilst Dr. Allan Birch, although 
describing the introduction of steroids as ‘the main advance in the treatment 
of allergic disorders’ since the introduction of antihistamines ten years ago, 
draws attention to the fact that ‘they are not a panacea’. The increase in 
penicillin hypersensitivity lends a topical interest to Dr. Becker’s article on 
penicillinase, and the problem plays a prominent part in Dr. D. A. Williams’ 
article on anaphylactic reactions. The final word, however, like the first, 
should perhaps be that of the general practitioner contributor to our 
symposium: “There is a very real danger that too much investigation and 
treatment will confirm the child in his disability and destroy the good chance 
he has of outgrowing or living it down if he is encouraged to make light of it, 
to regard himself as normal and to enjoy his young life to the full’. 


“TELL your troubles to the Doc!’. So sang Mr. Leslie Henson many years 
ago. And ‘the best kind of ‘‘doc”’ to confide one’s troubles to’, according to 
Sir Arthur Bryant, in his foreword tothe recently issued appeal 

A College of the College of General Practitioners, is ‘the family doctor 
Appeal _ round the corner, the one who has perhaps known us, and ours, 
since childhood and who can view the ailment of the moment 

in the light of a lifelong acquaintanceship with our bodies and, what is 
perhaps equally important, even from the doctor’s standpoint, our souls’. 
‘The College of General Practitioners’, he goes on, ‘deserves the support of 
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all who owe a debt to the doctor round the corner, and there can be few who 
are not so indebted’. 

The object of the appeal, the sponsors of which include Lord Fraser of 
Lonsdale, Viscount Leathers, Sir Henry Willink, and the Earl of Woolton, 
is the raising of a capital sum of {1 million. Out of this sum it is proposed 
to build and equip a permanent home, to endow the educational activities 
of the College, and to establish a separately administered Research Founda- 
tion. The cost of building and equipping the new headquarters has been 
estimated at £450,000. The preliminary list of contributions augurs well for 
the success of the appeal and gives good grounds for believing that, in the 
words of the sponsors, the College’s ‘many friends throughout the world— 
in medicine, in industry and in all walks of life—will acknowledge the debt 
they have owed for so long to their family doctors and will recognize the 
special part they can play, now, to fulfil the young College’s aims and ideals’. 

. 


‘Mucu ado about nothing’ might well be the epitaph on the report of the 
Royal Commission on Doctors’ and Dentists’ Remuneration. All that has 
been produced as the result of three years’ labour is an 

The Royal irrelevant, if sociologically interesting, comparison of 
Commission _ relative salaries in the professions, a recommended increase 

in remuneration more or less in line with what the pro- 
fession had already put forward before the Commission ever came into 
existence, and a vaguely worded reference to merit awards for general 
practitioners. What precisely is the relevance to doctors’ remuneration of the 
fact that the ‘salary scale’ of the two Archbishops of the Church of England 
are {5000 and £7,500? This, of course, is the highlight of irrelevancy in the 
Report, and one which even Lewis Carroll would have found it difficult to 
outshine. Even on the more mundane level of architects, solicitors and 
university teachers, it is difficult to understand what precisely is the signi- 
ficance of their earnings in relationship to that of doctors. Apart from any- 
thing else, there is the dread prospect of professional salaries becoming so 
pegged to each other that, as in the case of the trade unions, an increase in 
remuneration in one profession will automatically result in a demand for a 
comparable increase in other professions. 

The main criticism of the Royal Commission, however, is that it has 
balked the fundamental problem of how, in a National Health Service, 
remuneration can be based upon quality, rather than quantity, of work. 
Admittedly the problem is a difficult one but, after all, the Commission has 
spent three years in preparing its report, and had before it a mass of 
evidence from all sections of the profession. The country, and not only 
doctors, had every ground for expecting concrete proposals as a result of 
this prolonged period of incubation. It might be argued that such con- 
sideration did not come within the terms of reference of the Commission, 
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but remuneration should be as dependent upon the quality of a man’s 
work as its quantity. Apart from anything else, what the Commission has 
failed to recognize is that it is not so much rates of remuneration, as con- 
ditions of service, that are responsible for the bulk of the discontent in the 
profession at the present moment. A great opportunity has been missed, and 
once again the doctors of the country have been treated as mere pawns to be 
moved hither and thither at the whim of the bureaucrats and the politicians. 


‘Tue case of the British Medical Association’ is the subtitle of a fascinating 
study of ‘Pressure Group Politics’ (George Allen & Unwin Ltd., price 16s.) 
by Harry Eckstein, of the Center for Advanced Studies in 

The Case the Behavioural Sciences, Stamford, California. The main 
of the B.M.A. purpose of the book is to discuss the role of pressure groups 

in modern politics and his conclusion is the comforting one 
that their advantages outweigh their disadvantages. He uses the British 
Medical Association as an example of how such groups work and it is his 
detailed analysis of the workings of the Association that lends his book 
special interest from the point of view of the medical profession. Whether or 
not one agrees with his comments, his book is one which should be closely 
studied by all members of the Association. A few excerpts will illustrate the 
conclusions he has reached, or at least the impressions he has gathered, as a 
result of his investigations. 

“The National Health Service Act in operation is to a large extent a joint 
enterprise of the B.M.A. and the Ministry. however intransigent the 
Ministry was at its birth’. ‘It [the B.M.A.] has become an indispensable 
provider of political services to the profession, and that, one may suppose, 
is the chief secret behind its success’. The annual representative meeting 
‘serves a useful function for the leaders as a sounding board of opinion in the 
profession; it is a gay social and solemn ceremonial occasion. That it will be 
nothing more than this is guaranteed (not formally, of course, but in effect) 
by the B.M.A.’s constitution’. Equally cogent are his comments on the 
Ministry of Health. “The Ministry of Health is now a relatively minor 
department, having less weight than it used to have in the power structure 
among English departments—for example, on the level of the Cabinet, 
where the major interdepartmental disputes are decided ... That it has 
lost caste since its halcyon days is indisputable’. Finally on a slightly more 
flippant level, it is not only F.R.C.P.’s who will appreciate the following 
comment on their College: ‘It looks upon itself, together with its less ancient 
counterpart, the Royal College of Surgeons, as the high court of British 
medicine; nor has its aspect as a social fellowship, a corporation of gentle- 
men, wits and scholars, ever rubbed off entirely. The FRCP has snob- 
appeal; hence FRCPs are not merely, like Phi Beta Kappas in the United 


States, the members of a phantom fellowship’. 
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For long the two major exports of Northern Ireland have been Field- 
Marshals and senior officers in the R.A.M.C. To these she can now add new 

hospitals. While Savile Row has talked, Ulster has acted, 
Ulster and with the result that she cart now proudly boast of possessing 
its Hospitals the first new general hospital and the first mental hospital 

to be built in the United Kingdom since the last war, as well 
as the first hospital in the United Kingdom to be built specially for the 
active treatment of the elderly. 


The new general hospital, Altnagelvin Hospital, is a most impressive 
twelve-floored building which has been erected on high ground on the 
outskirts of Landonderry, at a cost of {2.6 million. It has accommodation for 
390 patients, and has been so planned that, when necessary, it can be ex- 
tended to take 500 beds. The new mental hospital, Gransha Hospital, is also 
on the outskirts of Londonderry. Built at a cost of £1.8 million, it will 
finally provide accommodation for 750 patients. Wakehurst House, the new 
hospital for the elderly, is in the grounds of the Belfast City Hospital. Built 
in 1958 at a cost of £200,000, it has accommodation for 80 patients, and is an 
admirable example of what can be done in this particular field of geriatrics. 
These are but three examples of what Northern Ireland has achieved in the 
sphere of hospital expansion since the introduction of the National Health 
Service—at a cost of {15 million—and it is but a foretaste of what is to come. 
During the coming years it is proposed to spend {17-£18 million on further 
expansion, including {2-£3 million on the group of hospitals linked with 
Queen’s University, Belfast. The entirely different outlook of Ulstermen 
on the relative importance of new hospitals is cogently brought out bya com- 
parison of the net capital expenditure on hospitals per head of population 
in Northern Ireland and in England. In 1958-59 this was 35s. gd. in Northern 
Ireland and gs. 2d. in England. The comparable figures for net revenue ex- 
penditure on hospital and specialist services were £7 4s. 6d., and £7 19s. 6d. 


THE series of twelve articles that we published throughout 1959 under the 
title of ‘Practical Dietetics’ has proved so popular that they have been 

reprinted in booklet form. The booklet, which is now available 
‘Practical (price 4s. 6d.), provides in compact form a concise guide to the 
Dietetics’ subject which will prove of particular value to the practitioner 

in allowing him to give practical advice to his patients on how 
they can cope with the diets which may be prescribed for them. All too often 
patients are given either such vague, or such complicated, instructions that 
they find it wellnigh impossible to cope with the diets in their own homes. 
Written by experienced dietitians the emphasis throughout ‘Practical 
Dietetics’ is on how the ordinary housewife can not only comply with the 
prescribed diets, but can do this in a way that makes them esthetically 
attractive. 





THE PROBLEM OF DESENSITIZATION 


By DAVID HARLEY, M.D., B.Sc., F.R.I.C. 
Physician-in-Charge, Allergy Clinic, Central Middlesex Hospital 


WueN I last discussed the problem of desensitization treatment in The 
Practitioner (Harley, 1953), I stated that, despite all recent advances in the 
knowledge of allergy, desensitization constituted our main and most satis- 
factory armament in the treatment of recurrent and chronic allergic diseases, 
apart from the relatively small percentage of cases in which avoidance of 
contact with the specific allergen was a therapeutic practicability. Today, 
this conclusion still applies. 

DEFINITION 
The definition of allergy postulates that the reactivity of tissues is changed 
specifically. This specific change of reactivity to relatively innocuous sub- 
stances is brought about by antibodies which are in some way bound to the 
surface of certain body cells, and when the specific allergen reaches such 
antibody-bearing cells they react in a well-defined manner. This reaction 
causes an irritation which (1) induces the physiological function of the cell 
for example, a muscle cell contracts (bronchospasm), a glandular cell 
produces secretion (hay fever), and a cell of a blood capillary increases its 
permeability (urticaria); (2) causes the liberation of histamine and other 
pharmacologically active substances which react locally and sometimes 
systemically. The sum-total of these effects constitutes the various 
characteristic allergic syndromes. 

Strictly speaking the term desensitization (or hyposensitization) should 
be limited to those specific immunological methods which demonstrably 
alter the basic allergen-antibody reaction in such a way as to render the 
tissues of the allergic patient less reactive to the specific allergen, so that he 
will then tolerate natural contact with the offending substance without 
developing the allergic symptoms. In practice, however, the term desen- 
sitization is used in a broader sense to include other immunological thera- 
peutic methods which produce improvement or clinical ‘desensitization’ in 
the absence of any demonstrable effect on the basic allergen-antibody 
mechanism, or which may even act in a non-immunological manner (for 
example, T.A.B. vaccine pyrexia, and post-hypnotic suggestion). These two 
types of method are referred to as specific desensitization and non-specific 
desensitization. 

SPECIFIC DESENSITIZATION 
Specific desensitization consists in the administration—usually by paren- 
teral injection—of a graded series of doses of a protein extract*of the specific 
allergen to which the patient is sensitive. The method is generally applicable 
to all protein allergens of animal and vegetable origin (e.g. pollens, house 
dust, animal danders, feathers, moulds, foodstuffs, orris, wool) but, with a 
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few exceptions, it is not usually practicable when the allergen itself is a 
toxic or a non-protein substance (drugs, chemicals, antibiotics). Specific 
desensitization finds its main sphere of usefulness in allergic conditions of 
the hereditary group—asthma, hay fever, rhinitis, conjunctivitis, eczema, 
urticaria and angioneurotic edema—and to a more limited extent in contact 
dermatitis and other allergic conditions. 

The precise immunological mechanism of specific desensitization is not 
as yet fully understood. With sufficient treatment, it is possible to reduce or 
abolish both the patient’s skin reactions to the causal allergen and the 
sensitizing antibodies in his serum, and also to stimulate the development 
of special immune or blocking antibodies in his blood. But satisfactory 
clinical results are regularly obtained in practice by a degree of treatment 
which is insufficient to produce these immunological changes, so the latter 
do not appear to be essential for clinical cure, although, conversely, clinical 
cure always does accompany these changes. 


STANDARDIZATION AND ROUTE OF INJECTION 
The protein extracts used for desensitization consist essentially of sterile 
saline or alkaline-saline protein extracts of the naturally occurring allergenic 
substances. There is at present no established scientific laboratory method 
for the exact standardization of these extracts—apart from comparative skin 
testing in the sensitive human subject—so they are usually made up on a 
weight/volume basis, one unit being the amount of active principle extracted 


from 1/1000 of a milligram of the defatted, dry, powdered parent substance. 
This unit is usually referred to as the Noon unit, in honour of the originator 
of desensitization therapy. 

The exact standardization of allergenic extracts is an important problem 
which must be solved before we can hope to improve the therapeutic and 
diagnostic value of the rather crude extracts of the present day. This will 
depend upon establishing the precise chemical nature of the allergens of the 
various natural products, and on evolving reliable in vitro methods for their 
standardization. These matters have received increasing attention during 
the past few years, and important results have emanated from laboratories 
in this country on the chemical nature of the grass pollen allergen and the 
in vitro standardization of pollen extracts, and pure allergenic fractions of 
horse dandruff have been prepared. 

The route of injection generally used is the subcutaneous, which has been 
proved by long experience to be the most satisfactory. The intradermal, 
intramuscular, and intravenous routes have been tried out at various times, 
and also oral administration, but they are not to be recommended for general 
use. A few years ago Herxheimer tried a method of desensitization by in- 
halation of aerosol allergen in a spirometer circuit, so that alterations of 
respiratory volume could be used to control the treatment. The advantages 
claimed for the method were that the allergen acted directly on the bronchial 
tree and, as this action was graphically represented, the patient’s degree of 
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tolerance to the allergen could be accurately assessed and required altera- 
tions of allergen concentration quickly made. Therapeutically the results 
were not impressive. Patients suffering from hay fever and asthma do inhale 
quite large amounts of allergen naturally without becoming desensitized, 
and in many cases it is possible to achieve satisfactory clinical results by 
subcutaneous injections of much smaller amounts of allergen. Although a 
relative therapeutic failure, Herxheimer’s method has established itself as an 
important research technique, in the examination of suspected clinical 
allergic sensitivities, and in the study of lung function and the effects of 
palliatives in asthma. 


TYPES OF DESENSITIZATION 
In seasonal allergic diseases we have the choice of three methods of 
desensitization: (1) pre-seasonal, (2) perennial, and (3) co-seasonal. 

Pre-seasonal specific desensitization is undoubtedly the most effective 
practicable method of treatment at present available for pollen and other 
seasonal allergies. It consists of a course of graded injections of the specific 
protein extract during the two to four months preceding the pollen season. 
The best results are obtained by gradually working up to a massive dose 
which is sufficient to abolish the patient’s skin reactions, so that complete 
relief of symptoms can be practically guaranteed. 

Whilst the pre-seasonal method of desensitization gives excellent clinical 
results for the season immediately following the treatment. In the absence 
of further treatment the symptoms will almost certainly return the next 
year—though not usually so intensely as before. The number of pre-seasonal 
treatments which are necessary before some reasonable degree of permanent 
relief can be obtained vary greatly from patient to patient, but generally at 
least three yearly treatments are required. Better results are to be anticipated 
from following up a full course of pre-seasonal treatment by perennial 
treatment—repeating the maximum dose of pollen extract (after a temporary 
reduction during the ‘season’) at from weekly to monthly intervals during 
the ensuing autumn, winter and spring. 

For the patient who presents himself for treatment after the pollen season 
has started, co-seasonal treatment with small subcutaneous doses of pollen 
extract (10 to 100 units) plus adrenaline (0.1 or 0.2 ml. of a 1:1000 solution) 
at three- to seven-day intervals, often gives a surprising degree of relief 
from symptoms. Although the results are not so certain as with pre-seasonal 
desensitization, the treatment is well worth trying—particularly if combined 
with suitable palliatives—in patients whose symptoms are mild or who are 
unwilling to undergo a long course of pre-seasonal injections. In fact, 
with the range of palliatives now available, I am using this method much 
more often than hitherto for patients who have failed to respond satisfac- 
torily to moderate-dosage pre-seasonal therapy, and almost as a routine 
first treatment for new patients, before making a decision regarding the 
necessity for subsequent pre-seasonal treatments. This applies chiefly to 
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the seasonal pollen and mould cases. The combination of palliatives most 
suitable for these patients (rhinitis, conjunctivitis, asthma) is moderate dosage 
of a mild antihistaminic such as ‘dibistin’ or chlorpheniramine (up to three 
times daily) plus a small morning and evening dose of a delta-steroid. In 
patients in whom conjunctivitis is troublesome, there is nothing, in my 
opinion, to touch the old-fashioned weak adrenaline and cocaine drops :— 


Adrenaline chloride (1 :1000 solution, Parke Davis), contents of one 1o-ml. bottle 

Cocaine hydrochloride. . - a ies ra .. 2 grains (0.12 g.) 

Boracic acid S ae sh tha 2 we .. 30 grains (2 g.) 

Distilled water . . Ee 7 “ = y- .. to 2 ounces (57 ml.) 

To be made up in the form of drops—z or 3 drops in each eye occasionally. 

(The wording of the instructions about the adrenaline is to ensure that a fresh 
and potent solution is used.) 


It is not usually necessary to use all three types of palliative simultaneously, 
or regularly, throughout the period of treatment, but merely to fortify as 
required the action of the desensitizing injections at the height of the pollen 
or mould season, or for judicious use to keep the patient going until his 
next injection is due, if the effects of the last dose are fading. 

In non-seasonal allergic conditions the type of desensitization treatment 
to be employed depends to a great extent upon whether or not a temporary 
period of specific avoidance is possible or practicable. If so, a course of pre- 
seasonal-type desensitization can be given, while the patient avoids natural 
contact with the specific allergenic substance, then changing over to a 
modified course of perennial treatment when contact is resumed. When 
specific avoidance is impossible, an extended course of co-seasonal-type 
injections is given, and followed by perennial treatment with gradually 
increasing doses. 

The general principles of these three typés of specific desensitization 
treatment are well known, and as the details of these—together with vaccine 
therapy and non-specific methods of desensitization—have already been 
covered in my previous article (Harley, 1953), they need not be further 
discussed. 


ALLERGIC CONTACT DERMATITIS 
Most of the published work on desensitization in allergic contact dermatitis 
has been on pollen-sensitive and plant-sensitive patients. In accordance 
with the commonly held view that the causal allergens in these cases are 
associated with the plant oils, for therapeutic desensitization the majority 
of workers have used preparations of oil-solvent extracts given intramuscu- 
larly or subcutaneously, earlier workers having failed to obtain satisfactory 
results with aqueous extracts. Other observers, however, reported un- 
satisfactory results with these extracts, but good results with aqueous 
extracts. As long ago as 1934, Palmer and Freeman obtained satisfactory 
results with aqueous extracts in dermatitis occurring in daffodil pickers. The 
failure of the earlier workers with aqueous extracts may well have been due 
to inadequate dosage,. particularly when it is remembered that, to effect 
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desensitization, the allergen has to reach the epidermis from the blood 
stream, so that even bigger doses than those necessary for dermal desen- 
sitization may be required. 

My experience is not extensive, but it indicates that relatively crude 
aqueous extracts are quite satisfactory. Until the chemical nature of the 
causal allergens is established beyond doubt, it would seem unsafe to rely 
upon more refined preparations from oil-solvent extracts or otherwise. 
Specific desensitization has been successfully applied for a range of allergens 
of animal and vegetable origin. Crude aqueous extracts, prepared by 
extracting the allergenic substance with saline in the presence of toluol at 
ice-chest temperature and then passing through a Seitz filter, are employed. 
Before beginning the treatment it is, of course, necessary to ascertain by 
patch tests of the extracts that they are potent. Desensitizing injections of 
the extract are given subcutaneously, starting with a dose of 20 units, in- 
creasing by 20 units each time to a dose of 200 units, after which increments 
of 15 to 25 per cent. are made on each successive dose, to a top dose of 
usually 50,000 to 100,000 units. 

Although my experience of desensitization has been confined to allergens 
of animal and vegetable origin there seems no reason why desensitization 
should not be attempted in selected cases of dermatitis caused by more 
simple chemical allergens. ‘The main drawback to therapeutic experiment 
in the latter type of case has been the frequency with which the allergen is 
itself toxic. The desensitization of atropine-sensitive ophthalmic patients, 
however, by subcutaneous injections of atropine solution rendered relatively 
non-toxic by admixture with human serum gives a valuable pointer to 
similar therapeutic trials in allergic contact dermatitis. 


REDUCING THE NUMBER OF INJECTIONS 
It must be admitted that, however successful it may be, adequate dosage 
pre-seasonal specific desensitization in hay fever and the like is often tedious 
or troublesome—for both patient and physician—or at any rate leaves room 
for considerable improvement in these respects. This is due to the fact that 
the commonly used alkaline-saline extract of the pollen or other allergen is 
very quickly absorbed from the usual subcutaneous site into the blood 
stream. In the average patient (previously untreated) a rate of dosage in- 
crement of 15 to 20 per cent. is about the maximum, if the comfort and 
peace of mind of the patient are to be considered, and if marked local 
discomfort and general reactions are to be kept to the minimum. 

The problem of decreasing the number of injections by giving larger 
dosage increments has received considerable, if spasmodic, attention for 
many years. The use of pharmacologically active anti-allergic agents, such 
as calcium, adrenaline, antihistaminics, has been found to have a very 
limited scope. Although, under cover of corticosteroids, relatively large 
doses of the specific allergen may be administered parenterally without 
causing general shock reactions, there is little evidence that this procedure 
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has much influence on either the basic allergen-antibody reaction involved, 
or in accelerating the degree of clinical improvement. 

Before the last War I tried to modify the pollen allergen in a number of 
ways, in the hope of obtaining a product which would desensitize the 
patient by a small number of injections. Various chemical methods were 
first tried, but proved ineffective. Secondly, physical methods were tried. 
Adsorption of the allergen to aluminium hydroxide, calcium phosphate, 
and other precipitates was not successful. ‘The only methods found to be 
effective in vitro were adsorption to activated charcoal, and mixture with 
certain fine vegetable oil emulsions of the Frazer-Walsh type. The charcoal 
preparation was, of course, therapeutically impracticable. the pollen- 
extract-oil emulsion mixtures were found to be therapeutically effective, 
but the relative instability of the preparations with consequent release of the 
allergen was against clinical trials on an adequate scale. 


THE ‘ONE-SHOT’ REPOSITORY INJECTION METHOD 

More recently, Dr. Mary Loveless of New York has reported the results of 
her studies over the last ten years with certain refined mineral-oil-pollen 
extract emulsions, culminating in the ‘one-shot’ repository injection treat- 
ment of hay fever. Under strictly aseptic conditions, specially prepared 
and sterilized mineral oil bases were emulsified with concentrated pollen 
extracts immediately preceding administration to the patients. Under 
laboratory conditions, with special conjuctival and other tests to determine 
accurately the degree of sensitivity of the individual patient, and with a 
number of safeguards against immediate shock, focal and excessive local 
reactions, Dr. Loveless reported the successful use of doses of pollen extract 
up to the order of 50,000 units administered at one session. A number of 
patients tolerated the treatment without marked untoward reactions and 
with excellent clinical results. The treatment was given some weeks before 
the start of the pollen cloud, and the beneficial effects lasted throughout the 
entire season. 

Other workers have confirmed Loveless’s results, though the number of 
serious reactions reported as following such treatment have been disquieting, 
to say the least: indeed, one United States allergy association has thought 
fit to warn its members of the dangers of this method. From the scientific 
standpoint, however, the interest would seem to lie, not in the occurrence of 
dangerous reactions, but in the undoubted fact that some patients have 
tolerated the treatment without untoward reactions and with exceptionally 
good clinical results. For this reason, I feel that it definitely points the way 
to a major advance in desensitization therapy, when certain technical diffi- 
culties have been overcome and when the method has been modified to 
make it safe for routine use. 
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THE PRESENT STATUS OF 
SKIN TESTS 


By C. J. C. BRITTON, M.D., D.P.H. 


Physician-in-Charge, Department of Allergy, Prince of Wales’s Hospital, Tottenham; 
Allergist to St. Andrew's Hospital, Dollis Hill, London 


THERE is no doubt that skin-testing is the most useful scientific test we have 
in the investigation of allergic diseases; information is obtained from this 
method which is difficult or dangerous to obtain in any other way. The 
honour of being the first man to report on the use of skin tests in diagnosis 
must go to an Englishman, C. H. Blackley (1873), who showed that grass 
pollen rubbed into a scratch on the skin of a hay-fever patient caused local 
swelling, erythema and irritation. Some thirty years later, Dunbar (1903) 
showed that alcoholic or saline extracts of pollen produced the same effect. 
The intradermal method of skir: testing was first used by Cooke (1915). 
The use of skin tests is based on the fact that those substances which 
cause allergic symptoms when inhaled or ingested by the body, or injected 
into the body, will also almost always cause an urticarial type weal if brought 
into contact with the living cells of the epidermis. It should be explained to 
the patient that the skin of the body has a thick keratinized inert superficial 
layer. This inert layer must thus be pierced by pricking, scratching, or 
injection to bring the allergen into direct contact with the living cells which 
are in the deeper layers of the epithelium, as it is, of course, only living cells 
which can react. In the nose, the conjunctiva and the bronchioles the living 
cells are on the surface, and so direct contact with the allergen is all that 


is required, 
NATURE OF SKIN REACTIONS 

The positive skin reaction in all cases indicates the liberation of histamine 
(or allied H-substance) at the site of the test. It has been shown that all the 
appearances found in an allergic skin reaction can be duplicated by injec- 
tions of histamine itself and the reactions to histamine are the same in both 
allergic and non-allergic patients, although the histamine weal is usually 
larger in the former. 

The serum of the allergic person has been shown to contain an antibody 
called the skin-sensitizing antibody or reagin. This skin-sensitizing antibody 
has the power of attaching itself to the epithelial cells of the skin and the 
present theory is that when the corresponding allergen is brought in contact 
with it, as by an intradermal, scratch, or other form of skin test, the anti- 
body and allergen unite on the cells and by this union damage the cells, 
liberating histamine (or H-substance). This liberated histamine then causes 
a nerve reflex leading to vasodilatation and increase in vascular permeability, 
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with the result that an area of erythema is produced surrounding a weal of 
exuded plasma. 


PURPOSE OF CARRYING OUT SKIN TESTS 
In my opinion there are four main reasons for carrying out skin tests on 
possibly allergic patients. 

(1) To confirm a sensitivity to a substance which is suspected from the 
clinical history. A full clinical history is of course absolutely essential—it is 
the basis on which skin tests are planned. 

(2) To discover allergens, sensitivity to which cannot really be determined 
from the history alone, or which may be minor contributory factors and thus 
fail to give a hint in the clinical history. In this connexion it must be remem- 
bered that there are always multiple factors in the causation of any attack 
of an allergic condition, e.g. asthma. Besides the allergic factors there may 
be a number of non-specific factors operating at the same time. Such non- 
specific factors are psychological, mechanical, climatic, and infective, and 
one or more of these are often the final precipitating cause of an attack. Thus 
the underlying allergic factor or factors may not always be revealed by even 
a careful history. 

(3) To determine the degree of sensitivity present so that the strength of 
the desensitizing solution to be given can be determined if this method of 


treatment is to be used. 
(4) To demonstrate to the patient in a clear-cut and dramatic manner the 


actual effect of the allergen in the bronchial tube or nasal mucosa. Thus, if 
the patient sees a large irritating weal where, say, dust extract has been 
injected, he can well understand how the bronchial or nasal mucous mem- 
brane could also swel! on contact with the dust, and also how, besides the 
mechanical blocking of the bronchioles by the swelling, they may well close 
even more completely due to the spasm brought on by the irritation. 

So that the patient can observe these reactions I always carry out tests on 
the forearm where they are completely visible to the patient rather than on 
the back, a site which is so popular in the United States. Again, if no 
reactions are obtained by the skin tests the patient will understand why a 
course of desensitizing injections cannot be expected to help. 


POINTS IN THE TECHNIQUE OF THE TESTS 
If skin tests are to be carried out and are to give adequate and accurate in- 
formation, a number of technical facts must be borne in mind. 

The site of the tests is important. The flexor surface of the forearm is the 
most convenient site, because the skin reacts well, it is relatively free from 
hair, it is in full view of the patient and so he can actually see the reaction 
occurring. In addition, the site is easier to control in the excessively rare 
possibility of a general reaction caused by the tests. In my experience of 
hundreds of thousands of skin tests I have never yet had a general reaction. 
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From a review of the cases reported in the world literature it would appear 
that where such a reaction has occurred the physician has used an intra- 
dermal injection of allergen (usually an animal dander) in a patient with a 
very marked clinical history of allergy to the particular substance. In such 
cases a scratch test should first be performed, and only if it is negative or 
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Fic. 1.—Appearances of skin tests—prick tests above and intradermal tests below. (From 
the ‘Manual of Allergy’, C. L. Bencard Ltd.) 


doubtful should one proceed to make an intradermal test. Seborrheeic, thick, 
hairy and icthyotic skins react poorly, compared with glabrous, thin, soft 
skin. 

For all tests of inhalant allergens except pollens and animal danders, with 
the exception just mentioned, it is best to use the intradermal technique if 
an adequate diagnostic response is to be expected. Pollen and animal dander 
are very active allergens, and almost always show up well by the prick or 
scratch technique. Only if such sensitivities are expected from the clinicgl 
history, and the scratch technique is negative or doubtful, should one pro- 
ceed to the intradermal technique. The difference is almost entirely one of 
dosage; with the intradermal technique, even using the special diluted 
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solutions which must be used, there is a greater amount of allergen in 
contact with the epithelial cells than with the scratch technique. 

Whatever technique is used, it is essential to have a proper control. This 
control consists of the extracting solution alone and will demonstrate any 
reaction to the chemicals in the extracting solution and will also show up 
dermographism if present. 

The appearance of the arm in a patient reacting to a number of allergens 
is shown in fig. 1. The line of tests in the upper part of the figure were car- 
ried out by the prick technique, and those in the lower part by the 
intradermal method. 

The time of performance of the tests may have an effect on the reaction. 
Thus, there is no doubt that persons in the middle of, or just after, a severe 
attack of an allergic disease may fail to show positive reactions whereas, if 
tested in the intervals between attacks, clear-cut results will be obtained. A 
prolonged attack appears to exhaust the skin-sensitizing substance and so 
the skin does not react. Such exhaustion, however, is complete only on very 
rare occasions so that a preliminary test during an attack, if that is more 
convenient, almost always affords significant information. 

If the patient is dermographic the tests are best carried out by the prick 
or intradermal method rather than by the scratch method. The use of anti- 
histamine drugs half-an-hour before testing will often reduce the dermo- 
graphism to a greater extent than it will reduce the specific allergic reaction 
of the skin although, since the latter reaction is also reduced, considerable 
experience is required for interpretation of tests carried out in dermographic 
patients. 

Besides antihistamines, ephedrine and other antispasmodics may also 
diminish the degree of specific skin reaction for some hours after administra- 
tion, but this ephedrine effect is rarely marked. Corticosteroids cause no 
significant change in the skin reactions. As a general principle no antispas- 
modic drugs should be taken within four hours of testing, and no anti- 
histamine drug within twenty-four hours or, better, thirty-six hours. 

The reactivity of the skin has also been shown to vary in the same un- 
treated individual to a slight but measurable extent from week to week 
depending upon the general state of health and emotion of the patient. 
Thus, the reaction is usually greater during a period of emotional upset and 
sometimes in the presence of a bacterial infection. 

Finally it is essential that the testing solutions employed should be potent, 
specific and used in the proper strength for eliciting reactions; otherwise, 
false results may be obtained. The extracts of the commercial firms in this 
country can now be relied on but, if the expected positive response is not 
obtained in the presence of a strongly suggestive clinical history, the pos- 
sibility of the extract having become impotent must be considered. Extracts 
are standardized by chemical and by biological methods; the latter are the 
most important. It is also essential that the extract in the dose used should 
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not give positive reactions in normal non-allergic persons. This neces- 
sitates inclusion of normal persons for testing in the biological assay of 
the extract. 

MISLEADING RESULTS OF SKIN TESTS 
Many of the factors influencing skin reactions have already been described 
but, when all precautions have been taken, misleading results may, on very 
rare occasions, be obtained. 

A positive reaction usually means that the patient is clinically sensitive to 
that particular allergen and, if the history is suggestive of sensitivity to that 
allergen, a certain diagnosis may be made. If there is no hint whatever of 
such a sensitivity in the clinical history, then the skin reaction should be 
viewed with suspicion. A positive skin test, however, may occur in patients 
who are potentially sensitive even though they have not as yet shown any 
symptoms. In most cases this ‘latent’ sensitivity becomes a clinical overt 
sensitivity later in life. Bray (1937), for instance, showed that 25 per cent. of 
apparently normal brothers and sisters of allergic children give positive skin 
reactions. I have notes of a number of cases with a marked skin sensitivity to 
pollens without clinical pollen sensitivity, who after several years developed 
hay fever for the first time. ‘The reason why they had no symptoms before is 
difficult to explain. 

A very small percentage of apparently completely normal persons with no 
allergic family history may show positive skin reactions. These percentages 
vary considerably from author to author, and it is apparent, in some cases 
at least, that non-specific effects were being obtained by the use of too strong 
or too irritant skin-testing solutions. As I have already pointed out, it is 
essential that the skin-testing solutions should be thoroughly tested on 
normal people, for non-specific irritants, before they are issued for use. 

Positive reactions are often obtained to substances with which the patient 
has never come into contact. In most cases the uncontacted allergen is in 
the same biological group and so has a common basic allergen with that to 
which the patient is sensitive. Thus grass-pollen-sensitive patients usually 
give reactions to bamboo or sugar-cane pollen, and patients sensitive to hops 
may also react to bread fruit. 

There still remain, however, a few cases (and it is only a very few) which 


cannot be explained by any of these reasons. Since these true ‘false positives’ 
are less rare in adults than in children, Hill (1940) has suggested that, just 
as the percentages of reactions to tuberculin increase as the persons get older 
as a result of contact and subclinical infection with the tubercle bacillus, so 
it is with simple allergens. The adult has been marked by contact with 
his environment. 


Negative skin reactions may also rarely be found in testing patients who 
have a definite, even striking, clinical sensitivity to an allergen, and I have 
seen several cases in which completely negative skin-test reactions were 
obtained to a large number of pollens to which the patients had undoubted 
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clinical sensitivity. It must be remembered that we are testing the skin, 
whereas the shock tissue is the nasal or bronchial mucosa. Occasional false 
negatives can thus be expected, and perhaps the amazing thing is that they 
are so infrequent. It is for these cases that the more delicate but unpleasant 
mucosal tests should be reserved. False negative reactions are much more 
often due to impotent testing solutions, either from age, infection or 
improper standardization. 

In these extremely rare cases in which the clinical history indicates a 
specific sensitivity to an allergen, but in which the skin test is negative, I 
almost always recommend desensitization against the particular allergens 
indicated by the history, and have seen excellent results therefrom. When 
there is a positive skin reaction, but no clinical evidence of sensitivity, I 
warn the patient to avoid contact with that substance, and to watch out for 
later symptoms, but do not attempt desensitization. 


CONCLUSIONS 

The difficulties of appraisal of skin tests have perhaps been overemphasized 
in this account. I would therefore stress that in all but the rarest case, if 
proper techniques are used with potent standardized extracts, the correlation 
between history and skin tests is near perfect and such tests are of the 
greatest value. 

Finally, as I have discussed elsewhere (Britton, 1951), the proper manage- 
ment of an allergic case if successful results are to be obtained, consists of 
several stages: namely, the eliciting of allergic causes from the clinical 


history, the demonstration of these to the patient by properly planned skin 
tests, an explanation of how the allergens found can be avoided in a com- 
mon-sense and practical manner, an explanation in simple language of all 
the factors, specific and non-specific, concerned in a particular attack, and 
finally desensitization against the allergens found. 
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THE PREVENTION AND 
MANAGEMENT OF 
ANAPHYLACTIC REACTIONS 


By D. A. WILLIAMS, M.D., M.Sc., F.R.C.P. 
Asthma and Allergy Research Unit, St. David's Hospital, Cardiff 


AN anaphylactic reaction is characterized by the sudden onset of severe 
constitutional symptoms due to an antigen-antibody reaction. Very occa- 
sionally it is an accident which could not have been foreseen, but usually 
with sufficient care such reactions are avoidable. There is no more distressing 
emergency than that which is the result of one’s own treatment. 

Well-known causes of anaphylactic reactions are penicillin, sera, and 
extracts of allergens used in the investigation and treatment of hay fever and 
asthma. These account for the vast majority of anaphylactic reactions. Such 
reactions may also occur from bee or wasp stings, and exceptionally from 
foods such as shell-fish and nuts, and in infants, from egg or milk. They 
have also very rarely followed the injection of pituitary extract, insulin, 
corticotrophin, streptomycin, aneurine, and arsenic. 


SYMPTOMATOLOGY 
The symptoms may come on with alarming suddenness, or be delayed up to 
about half-an-hour or so. The earlier the onset the more severe and dan- 
gerous will be the reaction: most deaths occur within ten minutes and 
dangerous reactions are very rare after thirty minutes. 

There may be sudden collapse and rapid onset of unconsciousness. More 
often there is first a feeling of apprehension, a pounding headache, throbbing 
in the ears, sweating and giddiness. In some, severe pruritus heralds the 
onset, followed by urticarial weals and angioneurotic edema. Sometimes a 


persistent irritating cough occurs at the onset, soon followed by difficulty in 


breathing, and then intense dyspnoea, often with a sense of constriction or 
oppression in the chest, followed by wheeziness. In some there may be 
retching or vomiting or diarrhoea, with acute abdominal cramp-like pain, 
occasionally severe abdominal distension. 

Apart from those who collapse immediately, the pulse at the onset is of 
good volume, slow, full and bounding, but in the severely ill patient it soon 
becomes rapid, weak and imperceptible and the blood pressure falls. 


THE PREVENTION OF ANAPHYLACTIC REACTIONS 
The reduction and prevention of anaphylactic reactions are based on the 
following principles: the avoidance of the use of allergenic substances 
except when essential, and especial care when treating patients with a 
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personal or family history of any of the allergic diseases: i.e. asthma, hay 
fever, infantile eczema, urticaria, food or drug allergies. A person cannot be 
allergic to a substance with which there has been no previous contact, but 
in allergic patients the degree of previous contact may have been slight and 
often forgotten except on specific questioning. Very occasionally it may not 
be appreciated by the patient that there has been previous contact, but most 
severe reactions occur as the result of insufficient questioning as to whether 
or not untoward reactions have occurred previously. 

It is a fundamental rule that intravenous injections of allergenic sub- 
stances should not be given when intramuscular or subcutaneous injections 
will suffice. No intravenous injection of an allergenic substance should be 
given until a subcutaneous or intramuscular injection has been given and 
the effect observed. 

PENICILLIN 
Anaphylactic reactions from penicillin are still being reported quite often 
(Lewis, 1957; Rosenthal, 1958). Indeed, penicillin has replaced foreign 
serum as the commonest cause of anaphylactic shock (Kern and Wimberley, 
1953; Garrod, 1958), and, according to Feinberg and Feinberg (1956), 
penicillin allergy is now the primary problem in drug allergy in the United 
States where, they estimate, it has been responsible for a thousand fatalities. 

The predisposing factors are the widespread use of penicillin therapy and 
the allergic background of some tro per cent. of patients. Sensitization and 
allergic reactions have been shown to occur as the result of previous topical 
application such as ointments and creams, from aerosol therapy, from oral 
administration in the form of lozenges or capsules, or from parenteral 
therapy, and from the drinking of milk from cows treated with penicillin 
for mastitis (Vickers et al., 1958). A large percentage of anaphylactic reac- 
tions to penicillin occur in patients with an allergic background. The pro- 
portion in which there have been previous allergic symptoms from previous 
penicillin therapy itself is quite striking. Anaphylactic reactions occur most 
often when penicillin is administered at an interval of weeks, months or 
longer since previous therapy. ‘These reactions are commoner in adults 
than children. The procaine radical is not usually at fault; one patient died 
because procaine was thought responsible for the previous reaction and 
crystalline penicillin was administered (Thomson, 1952). Anaphylactic 
reactions have been recorded following oral as well as parenteral therapy 
(Peters et al., 1955; Calvert and Smith, 1955; Mason, 1957). 

It is generally agreed that penicillin in any form should never be given 
unless definitely indicated. Its local application should be abandoned and its 
use for uncomplicated colds, virus infections, and pyrexia of unknown 
origin is also condemned. A careful history is indispensable before giving 
penicillin, inquiring carefully for any previous penicillin therapy, for a 
family or personal history of asthma, hay fever, infantile eczema or urticaria, 


and for any previous untoward reactions, however slight, from previous 
penicillin therapy. It is the neglect ox these questions, especially the last, 
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which leads in most cases to severe anaphylactic reactions, It is well to 
remember that in the acutely sensitive patient even minute amounts of 
penicillin will cause severe reactions (Bierlein, 1956). Poliomyelitis vaccine 


containing penicillin has caused reactions (Fowden, 1958; Zimmerman, 
1958; Pelner, 1959), as may a syringe in which penicillin was previously 
used, unless very specially cleaned (Coleman and Siegal, 1955). When 
patients develop a sensitivity to penicillin they should be safeguarded by 
being told that they have become allergic to penicillin and having the dangers 
of further penicillin therapy impressed upon them. They must inform or 
remind their doctor of their sensitivity if antibiotics are later required. It 
would be helpful if they were given a card, indicating their sensitivity, 
which they carried around with them. 

Skin testing with penicillin will show an immediate positive reaction 
(within fifteen minutes) in the vast majority of penicillin-sensitive patients. 
In order to avoid untoward reactions in the acutely sensitive patients, initial 
testing should be by the prick or scratch method using a strength of 5000 to 
10,000 units per ml. 

After a negative prick test Nilzén (1958) recommends 0.02 ml. of 100 to 1000 
units per ml., Tuft, Gregory and Gregory (1955) recommend 0.02 ml. of 10,000 units 
per ml., and Peters, Henderson and Prickman (1957) 0.01 ml. to 0.02 ml. of 20,000 
units per ml. Smith (1957) used procaine penicillin, 300,000 units per ml., for 
conjunctival and scratch skin testing. A reasonable strength to start with intra- 
cutaneously after a negative prick test is 5 units, then 100 units and then 400 units 
of the sodium or potassium salt in 0.1 ml.: i.e. 0.1 ml. of 50 units, 1000 units and 
4000 units per ml., or 0.02 ml. of 250 units, 5000 units and 20,000 units. 

It is generally agreed, however, that a negative skin test will not exclude 
all cases of clinical sensitivity but a positive skin test would certainly 
indicate a definite risk. 

Desensitization is usually carried out only when contact with penicillin 
cannot be entirely avoided, as in the case of nurses or doctors. The initial 
dose should be that which just gives a positive intracutaneous skin reaction. 
Nilzén (1958) advises subcutaneous injection so that any local reaction can 
be seen and subsequent dosage altered. Nilzén points out that the treatment 
requires much time and is considerably more difficult to carry out than 
pollen desensitization. It is often carried out under a cover of antihistamines 
(O’Driscoll, 1955), or steroids. The availability of other equally effective 
antibacterial agents (sulphonamides or antibiotics other than penicillin, can 
safely replace penicillin in penicillin-sensitive patients) and the difficulties of 
desensitization render desensitization undesirable or unnecessary in the 
great majority of cases. It is not a complete safeguard to give antihistamines 
before or with penicillin (Mathews et al., 1956; Coleman and Siegel, 1956). 


HORSE SERUM 
All with a personal or family history of allergic diseases should be im- 
munized with tetanus toxoid as well as diphtheria toxoid. They should have 
a card (to carry with them) certifying that he or she is an allergic person who 
has received tetanus toxoid and that in case of injury, tetanus toxoid, 
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0.5 ml., should be given and that tetanus antitoxin should not be given. In 
this way much needless anxiety and risk can be avoided. 

Before serum is given inquiry must be made for any previous serum 
therapy, for any known sensitivity to horse serum or horse dander, and for 
any personal or family history of any allergic illnesses. Laurent and Parish 
(1952) have pointed out that intradermal, conjunctival and scratch tests for 
the detection of serum sensitivity are unreliable, and they recommend the 
following routine. 

When there is a negative history intramuscular serum is for all practical purposes 
safe, but observation for half-an-hour afterwards is always advisable. If there has 
been previous serum therapy a trial dose of 0.2 ml. of the serum should be given 
half-an-hour before the full intramuscular dose. With a history of an allergic 
background, when serum is essential 0.2 ml. of serum diluted one in ten should be 
given subcutaneously followed in half-an-hour, if no reaction occurs, by 0.2 ml. of 
serum and in another half-an-hour by the full dose and the usual post-injection 
observation. 

When there is a history of previous serum (and/or horse hair) sensitivity, 
Tuft (1949) advised that preliminary testing should be with 0.05 ml. of 
I : 20 serum subcutaneously with a few minims of adrenaline, followed by 
hourly injections of small but increasing doses of serum (0.1, 0.2, 0.5, 1, 2 
and 4 ml., until the total amount has been given) with adrenaline cover. 
Under an antihistamine and steroid cover such a régime might be carried 
out in hospital when serum is considered absolutely essential. 

Never give intravenous serum before intramuscular serum has been tried—the 
interval between the two should be two hours. 


SKIN TESTING AND HYPOSENSITIZATION OF HAY FEVER 
AND ALLERGIC ASTHMA 

Severe anaphylactic reactions and even death have been recorded from 
skin testing highly allergic patients (Glaser, 1956). It is therefore always 
advisable to carry out skin tests by the prick method before doing any intra- 
cutaneous tests and in the very acutely sensitive to use diluted extracts even 
for the prick test. Hyposensitization should rarely, if ever, be advised if the 
allergen can be avoided, as in the case of foods or pets. The total number of 
deaths recorded in the literature following skin testing or treatment with 
allergens hardly exceeds twenty, according to Bruun (1955a), but opinions 
differ as to the frequency with which such cases are occurring. In this country 
in the last few years, I have heard of four deaths following pollen injections 
none of which were published. Bruun (1955b) collected the records of five 
deaths following injection of allergens in Scandinavia in the ‘past three or 
four years’, and Vaughan and Black (1954) list three deaths and ten con- 
stitutional reactions following injections of pollen extracts. 

Each case of hay fever and allergic asthma must therefore be carefully 
assessed as to the severity of the illness, the amount of incapacity it causes, 
the results of previous symptomatic therapy, and the likely results of 
symptomatic therapy, before hyposensitization is advised. 

The initial dose should be o.1 ml. of a strength of extract which just 
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gives a positive intracutaneous skin reaction. The injection should be 
given subcutaneously and local reactions should be looked for for half-an- 
hour, one hour and again twelve hours after the injection (Bruun, 1959). If 
a local reaction more than the size of half-a-crown occurs the next dose 
should be reduced and subsequent increase in dosage be made more grad- 
dually. Before giving an injection the patient should be asked if he has a 
cold or sore throat or any other illness, for infection reduces the patient’s 
tolerance to the allergen. ‘The presence of an infection indicates a temporary 
reduction of dosage or even its omission, if anaphylactic reactions are to be 
avoided. The dose should not be increased if the interval since the last 
injection is two weeks and should be reduced if the interval is over four 
weeks. No patient should leave the doctor’s surgery for half-an-hour after 
injection. Patients at my clinic are asked to let me know immediately, with- 
out standing on ceremony, if they have any suspicion of a reaction coming 
on within half-an-hour. It is, of course, vitally important that there should 
be no mistake as to the dose given and a careful second check on the dosage 
should be made before the injection is given—both as to the strength of the 
extract being given and the quantity. 

To minimize the risk of injection into a vein, after inserting the needle 
subcutaneously the plunger should be withdrawn to see that no blood 
enters the syringe, before the injection is given. After giving the injection 
and withdrawing the needle, firm pressure should be applied at the site of 
injection for a few moments to prevent ‘seepage’ into dilated vessels. 
Patients should be advised against strenuous exercise for a few hours after 
the injection (Williams, 1955). 

With correct dosage and administration the incidence of severe reactions 
is considerably reduced, but when they do occur they tend to occur at 
approximately the same level of dosage. The previous year’s schedule of 
pollen dosage for hay fever should therefore always be kept as a guide to 
subsequent pre-seasonal management. 


BEE AND WASP STINGS 
The frequency of death from bee or wasp stings is difficult to estimate. 
Reports of such occurrences appear from time to time in the lay press. 
Successive reactions often become progressively worse and those allergic 
to stings should be advised of this possibility. They should take special 
care to avoid being stung and when at risk should carry with them tablets 
of ephedrine (4 grain [30 mg.]) or isoprenaline sulphate (10 mg.) and an 
antihistaminic such as chlorcyclizine hydrochloride (50 mg.). 

Successful hyposensitization would now appear to be a safe and practical 
procedure so long as special care is taken (Mueller and Hill, 1953; Ordman, 
1958; Mueller, 1959a). Mueller (1959b) has recently recorded and analysed 
his results of serial skin testing for bee and wasp sensitivity in 55 patients 
and in anuther article (Mueller, 1959a) gives full details of his scheme of 
hyposensitization with his experiences in 76 treated patients. 
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He advises initial intracutaneous testing with 0.02 ml. of a dilution of 1 :100,000,000 
of a mixed whole insect extract. If a positive reaction occurs no further testing is 
necessary ; if no reaction occurs (within twenty minutes), the next dilution (ten times 
stronger) is used. This procedure is repeated until a positive reaction occurs or until 
a dilution of 1:100 is reached. Hyposensitization is started with the dilution which 
gave the ‘initial’ positive test. Injections are given subcutaneously once a week, 
and the dosage for each dilution is 0.05, 0.1, 0.2, 0.35, 0.5 ml. The dose is increased 
in quantity and strength until a maintenance dose of 0.2 to 0.3 ml. of 1 :100 is reached, 
or until a local reaction (‘larger than a silver dollar’) is encountered twice, after 
having dropped back and approached that dose a second time. The maintenance 
dose is given every four weeks in the insect season and every six weeks in the winter 
for a period of three years. 

With one exception, all patients on a maintenance dose of 0.15 ml. or 
more of 1:100 extract, or who had been stung after completing three years 
of treatment had no resulting systemic reactions. Ordman (1958) advises 
hyposensitization by intracutaneous injection. By this route the local 
reactions are easily visible and dosage can be suitably regulated. He states 
that no constitutional or other untoward reaction need be anticipated. 


TREATMENT OF ANAPHYLACTIC SHOCK 
Treatment must be immediate. Adrenaline should always be immediately 
available. In clinics or departments where anaphylactic reactions are likely 
to occur, special trays with all the drugs and equipment likely to be required 
should always be ready for immediate use. 

A tourniquet should be applied proximally to the site of the injection (all 
allergenic substances should be given in the arm or forearm), 0.5 ml. of 
adrenaline (1:1000) injected into the site of the injection and another 
0.5 ml. into the other arm and repeated as necessary. If there is a rapid fall 
in blood pressure or this is feared, intravenous infusion should be given, to 
which can be added |-noradrenaline, 4 mg. per 1000 ml. given at a suitable 
rate with constant observation of the blood pressure. Other injections for 
improving the blood pressure are methylamphetamine hydrochloride (30 
mg. per 1.5 ml. ampoule) and metaraminol bitartrate (10 mg. per ml.) 
which can be given intravenously or intramuscularly. If the chest symptoms 
predominate, intravenous aminophylline, 0.25 to 0.5 g. (10 to 20 ml.), 
given slowly is often dramatically beneficial. Angioneurotic edema usually 
comes a little later, after the shock, and for this an antihistamine injection 
intramuscularly, or very slowly intravenously, is indicated: e.g. diphenhy- 
dramine, 50 mg., or promethazine, 25 to 50 mg. 

Intravenous hydrocortisone or prednisone should also be available and 
given when other measures have failed, in doses of 100 mg. and 25 mg. 
respectively, which can be repeated quite safely, so long as the blood pressure 
is kept under careful observation. 

Although recovery may be rapid and complete leaving the patient a little 
shaky but otherwise well, sometimes the allergic manifestation persists in a 
lesser but often troublesome degree over several days. In such cases 
intramuscular corticotrophin, or prednisone by mouth, for a few days is 
advisable. 
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CONCLUSIONS 
Penicillin is a relatively common cause of anaphylactic reactions, especially 
in allergic patients. Its local application and non-specific use by mouth or 


parenterally should be avoided. 

Immunization of all allergic patients with tetanus and diphtheria toxoid 
is advocated. 

Pollen and other allergenic extracts used for skin testing and hypo- 
sensitization need considerable care in their administration. 

Hyposensitization to bee and wasp stings can now be carried out 
comparatively safely and effectively. 

In any surgery or department where allergenic materials are being given 
a special tray with the necessary drugs and equipment for the treatment of 
anaphylactic shock must be immediately available. 
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STEROIDS IN THE MANAGEMENT 
OF ALLERGIC CONDITIONS 


By C. ALLAN BIRCH, M.D., F.R.C.P., D.C.H. 
Physician, Chase Farm Hospital, Enfield, Middlesex 


Since the introduction of antihistamines some 10 years ago the main 
advance in the treatment of allergic disorders has been the introduction of 
steroids. Most doctors, while agreeing that they are of value, know that they 
are not a panacea, and that their use calls for careful judgment. A review of 
their place in the treatment of allergic states is opportune because new 
potent steroids with fewer side-effects than their predecessors have become 
available since the last discussion of the subject in The Practitioner (Williams, 
1955). There has also been some advance in our knowledge of their mode 
of action. 
RATIONALI 

How steroids act in allergic states is still not fully understcod. It has long 
been known that the phenomenon of hypersensitivity is related to the 
function of the anterior pituitary and adrenal glands. Removal of these 
glands in animals is known to increase their liability to anaphylactic and 
histamine shock. Other relevant facts are that cortisone will suppress the 
active formation of antibodies (active immunity) but has no effect on 
injected antibodies (passive immunity). Allergic manifestations are regarded 
as the result of an antigen-antibody reaction, which causes the liberation of 
histamine. Steroids exert their beneficial effect by blocking the effect in the 
tissues of histamine and possibly other toxic products. This may be too 
simple an explanation, and Germuth (1956) concludes that the beneficial 
effect of steroids in allergic states must be attributed to their non-specific 
anti-inflammatory properties. The clinically observed value of steroids in 
combating the exudative phenomena of many forms of allergic disease is 
attributed to their effect on the abnormal permeability of small blood 
vessels. ‘There is no real evidence of anterior pituitary or adrenal cortical 
failure in allergic diseases, and it is clear that the clinical use of steroids in 
these conditions does not represent simple replacement therapy. ‘The doses 
used are unphysiological and greatly in excess of normal production. The 
simple fact is that all the manifestations of allergic reactions, except the 
immediate skin reaction to injected allergen, are suppressed by steroids, 
but the effect is only palliative. ‘The original hopes that in steroids the cure 
of allergic conditions had been found have proved false. 


PREPARATIONS 
Corticotrophin.—It is legitimate to consider here corticotrophin (ACTH) 
since it acts by stimulating the adrenal cortex to produce cortisol (hydro- 
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cortisone) in amounts greater than the normal 20 mg. in twenty-four hours. 
This is the natural glucocorticoid substance concerned in the treatment of 
allergic conditions. (The other steroids produced naturally by the adrenal 


cortex—androgens and mineralocorticoids [e.g. aldosterone]—are not con- 





Official, approved, or ' 
chemical name 





’roprietary name and maker 


Prednisone Decortisy! (Roussel) Di-Adreson (Organon) 
(Deltacortisone) Deltacortone (Merck Sharp Prednisone Pfizer (Pfizer) 
& Dohme) Ultracorten (CIBA) 


Prednisone acetate Deltacortelan (Glaxo) 


Prednisolone Codelcortone (Merck Sharp Di-Adreson-F (Organon) 
(Deltahydrocortisone) & Dohme) Hydrodeltalone (Ward 
Delta-Cortef (Upjohn) Casson) 
Deltacortril (Pfizer) PreCortisyl (Roussel) 

2 


Delta-Stab (Boots) Ultracorten-H (CIBA) 


Prednisolone acetate Delta-Ef-Cortel PreCortisyl injectable 
Delta-Stab injectior rt (Roussel) 


Prednisolone 21-phosphate Codelsol r Predsol (Glaxo) 
I I | 
& Yohr 


Methy!prednisolone 


Triamcinolone Ledercort (Lederle) 


Dexamethasone n rck Sharp Dextelan (Glaxo) 
Millicorten (CIBA) 





Dexamethasone acetate 
Corticotrophin g-acting preparations 
yrtico-Depot (Crookes) 
rtrophin Z.N (Organon) 
Acthar Gel (Armour) 








only used steroids 


cerned in the mechanism of allergy.) Corticotrophin must be given by intra- 
muscular injection and a convenient preparation is ‘cortrophin Z.N.’ 
Corticotrophin is now well purified and reactions to it are rare. 
Adrenocortical steroids.—Cortisone and cortisol are not much used nowa- 
days because they cause sodium retention and potassium loss. They have 
been replaced by synthetic derivatives such as the following:—(the dose 
corresponding to 25 mg. of cortisone is indicated in brackets) prednisone 
(5 mg.), methylprednisolone (4 mg.), triamcinolone (4 mg.) and dexa- 
methasone (0.75 mg.). The newer steroids do not cause electrolyte dis- 
turbances. Steroids are usually prepared as acetates which though insoluble 
are active. They quickly release free steroid in the stomach. Such release is 
much slower when injected into the tissues, hence steroids are more effective 
by mouth than by injection unless a special hemisuccinate preparation 1s 
used. The confusion caused by the numerous proprietary preparations of 
steroids is a great nuisance to the practitioner. A list of them all would merely 
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make ‘confusion worse confounded’. Table I, however, lists those most 
commonly used. 

The allergic states in which the use of steroids will be considered are 
asthma, drug reactions, allergic rhinitis and aphthous ulceration. Their use 
in desensitization will also be considered. 


ASTHMA 

There is some difficulty about terminology, for what some call asthma, 
others would call bronchitis with spasm. Such terms as asthmatic bronchitis 
add to the confusion. True asthma is shortness of breath with wheezing, 
brought on by allergic and psychological factors. The theory is that a local 
antigen-antibody reaction liberates histamine and this causes spasm of 
bronchiolar muscles. Steroids are useful in this condition and also in 
bronchitis with spasm. ‘This article is not concerned with the differential 
diagnosis of dyspnoea but the practitioner contemplating the use of steroids 
may pardon being reminded of the famous saying of the late Chevalier 
Jackson: ‘All is not asthma that wheezes’. The differences between the 
long-term and short-term use of steroids in true asthma are well shown by 
the Medical Research Council’s trials (1956) carried out on chronic asthma 
and status asthmaticus respectively. 

Acute asthma (status asthmaticus)—In 1956, the Medical Research 
Council (1956a) organized a trial of cortisone in status asthmaticus in which 
the results of treatment with anti-spasmodic drugs were compared with 
those of cortisone in addition to drugs. Only patients who did not respond 
after twenty-four hours of treatment with anti-spasmodics were admitted 
to the trial. There were 15 patients in the cortisone group and 17 in the 
control group. The results were significantly in favour of the cortisone 
group. Ten out of 15 in the cortisone group, but only four out of 17 in the 
control group, were free from bronchial obstruction in four days. 

Chronic asthma.—In another trial by the Medical Research Council 
(1956b), lasting six months, patients with chronic asthma received either 
cortisone or placebo tablets. Forty-nine patients were treated with cortisone 
and 47 were in the control group (96 patients altogether) and all received 
anti-spasmodic treatment as well. The cortisone group had a partial but 
significant advantage during the first eight weeks, but from then until the 
end of six months the advantage gradually disappeared. The general con- 
clusion is that steroid therapy is best for the bad cases as a short-term 
measure, and intelligent patients who learn how to vary their dose do best 
on it. It has been suggested (Brown, 1958) that eosinophils in the sputum 
are a good sign and mean that the patient will do well. More recently 
cortisone and cortisol have been given up because of their side-effects. The 
actual scheme of treatment varies with the doctor. In status asthmaticus a 
very useful one is to give corticotrophin first, using 40 international units 
of ‘cortrophin Z.N.’, and to repeat it in six hours. Treatment is then con- 
tinued with a steroid by mouth giving the equivalent of 50 mg. of cortisone 
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every six hours, until the condition improves. In a very bad case, 100 mg. of 
hydrocortisone free alcohol should be given in 5 per cent. dextrose by 
intravenous drip, over a period of eight hours, and repeated if necessary. 
The effect is often miraculous but is less dramatic if there is much infection, 
emphysema or right-sided heart failure. Some chronic asthmatic patients 
are unable to continue at work because of repeated attacks. They may be 
helped by using steroids as soon as it is apparent that other remedies such 
as bronchodilators have failed: 30 mg. of prednisolone (= 150 mg. cortisone) 
a day for two days, and then reduced in steps to about 12.5 mg. a day. 
After three months or so the effect of reducing steroids can be tried. Some 
patients will go into a remission but they tend to relapse later and to need 
further steroid treatment. 

Bronchitis with spasm.—Steroids have a place in the treatment of bron- 
chitis with spasm which is not true allergic asthma, but they must be used 
with caution. They are probably best reserved for acute exacerbations which 
do not respond to other remedies. A few patients are enabled to carry on by 
taking a small dose of 5 mg. of prednisolone over long periods. A few 
reports on the use of steroids for asthma during pregnancy suggest that they 
will not harm the child (e.g. Baldwin et al., 1955). 

Steroids by inhalation.—The good results of topical application of steroids 
in some skin disorders and in the allergic nose suggested that inhaled 
steroids might be helpful in asthma. 

Aerosol hydrocortisone had proved disappointing (Brockbank et al., 1956) 
and so powder inhalations were tried. Brockbank and Pengelly (1958) 
used daily inhalations of 3 mg. of hydrocortisone acetate powder in a blind 
trial and showed that there was a significant benefit in chronic asthma. 
Helm and Heyworth (1958a) showed that only a small proportion of powder 
was swallowed and its hydrocortisone absorbed from the stomach. The good 
effects cannot therefore be ascribed to systemic absorption, and as hydro- 
cortisone acetate powder is insoluble in water its effect is a local one on the 
bronchial mucosa. In a similar trial, Herxheimer and his colleagues (1958) 
concluded that inhaled hydrocortisone powder (15 mg. night and morning) 
improved 33 out of 45 patients. The results were best in those whose asthma 
was allergic in type and unassociated with hypersecretion. Helm and 
Heyworth (1958a) concluded that the treatment gave best results when used 
intermittently for recurrent attacks rather than all the time. It was not 
advised for the acutely ill patient in status asthmaticus. Little or no benefit 
was obtained in patients whose bronchospasm was part of chronic bron- 
chitis. In a ‘blind’ controlled trial in true asthma the same authors (Helm and 
Heyworth, 1958b) found that the improvement in the hydrocortisone group, 
compared with a placebo group, was statistically significant. 


ALLERGIC REACTIONS TO DRUGS 
Here we are considering not reactions caused by overdosage or through 
hypersensitivity to a normal dose, but a state in which a patient has been 
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sensitized to a previous dose and then reacts violently to a subsequent one. 
Their reaction is unrelated to the size of the dose. Drug allergy may show 
as an immediate reaction and antibodies can be found in the blood. More 
often the reaction is delayed and shows entirely as a skin reaction without 
circulating antibodies. In addition to the skin reaction the patient may 
develop asthma. Allergy to penicillin is a good example of a delayed type of 
reaction with severe urticaria. Oral prednisone is probably the best treat- 
ment and should be continued for several days after the rash has gone. 
Most patients respond quickly to a total dose of 80 to 100 mg. of prednisone, 
or 40 units of corticotrophin over a period of twelve hours. 


DESENSITIZATION 
When hypersensitivity occurs to an essential drug, such as PAS in tuber- 
culosis; it usually has to be withdrawn and tedious desensitization under- 
taken. Francis and Gupta (1958) showed that in four cases of hypersensitivity 
to PAS, confirmed by intradermal and/or oral tests, desensitization could 
be achieved within a week by using corticotrophin. The anti-tuberculous 
drugs did not have to be withdrawn for more than a few days and were 
then restarted and the patient given corticotrophin for a few days longer. 
The daily dose of corticotrophin was up to 120 units. Houghton (1954) 
published similar results though the treatment was of longer duration. 


TOPICAL USE IN ALLERGIC SKIN DISORDERS 
The use of steroids in infantile eczema, urticaria and prurigo was reviewed 


by Williams in The Practitioner in 1955. A brief general statement from the 
point of view of the general physician will suffice here. Since these sub- 
stances exert their effect at cellular level in skin disorders it is preferable to 
use surface application. Many allergic skin disorders, such as infantile 
eczema and contact dermatitis, respond to 1 per cent. hydrocortisone oint- 
ment. Higher concentrations are unnecessary. It should be unnecessary to 
add that corticotrophin has no local effect upon the skin. 


APHTHOUS ULCERATION 
The very common condition of aphthous ulceration of the mouth is some- 
times regarded as an allergic disorder and so is mentioned here. Truelove 
and Morris-Owen (1958) have shown that it responds rapidly to tablets 
containing 2.5 mg. of hydrocortisone hemisuccinate sodium dissolved 
slowly in the mouth. 
THE ALLERGIC NOSE 

Hydrocortisone and prednisolone (but not cortisone and prednisone) can 
act locally on the nose when given in solutions or as snuff. Herxheimer and 
McAllen (1956) reported good results from the nasal instillation of 16 mg. 
of hydrocortisone in hay fever. Others, however, have failed to find such 
benefit. Godfrey, Maunsell and Bruce Pearson (1957) tried prednisolone 
snuff, 1 mg. twice daily, in hay fever in two controlled trials. In 1956, a mild 
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season for hay fever, the results were good, but, in 1957, doses of 2 to 4 mg. 
a day did not control severe cases. They concluded that prednisolone was 
a valuable aid to antihistamine treatment of hay fever. It is well known that 
after stopping the use of vasoconstrictor substances in the nose there may 
be a return of severe obstructive symptoms, the so-called ‘rebound pheno- 
menon’. To press on with vasoconstrictors may push the patient into the 
vicious circle of rhinitis medicamentosa. From this he can be rescued by a 
short course of local application of steroids. 


COMPLICATIONS OF STEROID THERAPY 

Most articles on the use of steroids stress the importance of the side-effects 
of these substances and, as these dangers must be constantly in mind, they 
will be briefly referred to again here. Most of them result from prolonged 
treatment and have to be weighed against the possible benefits. The un- 
desirable effects can be placed in three groups: (1) those due to excess of 
hormone, (2) those due to the anti-inflammatory and infection-promoting 
effects, (3) those due to suppression of adrenal activity. 

Hormone excess.—This effect is shown as varying degrees of Cushing’s 
syndrome. It commonly presents as a moon face, acne and hypertension. 
There is edema from salt retention; latent diabetes may be unmasked. 
The anti-anabolic effect of steroids interferes with the matrix of bones and 
osteoporosis results, Another bad effect of steroids is the production of a 
psychosis, although the mechanism of this is unknown. Steroids should be 
avoided if there is a history of psychiatric disturbance. Minor manifestations 
of the same nature are insomnia, irritability and change of mood. 

Promotion of infection.—Steroids are known to increase the severity of 
infective processes and so must be used with caution when tuberculosis 
or chronic sepsis is present. The chest should always be x-rayed before 
steroids are given. Sepsis is often very grave, and curiously silent, when it 
occurs in steroid-treated patients. 

Anti-inflammatory effects —The common result of this effect is peptic 
ulceration with perforation and hemorrhage. An ulcer régime is often a 
wise precaution, particularly when steroid therapy is imperative as in 
Addison’s disease. 

Polyarteritis is a rare side-effect and is more likely to develop in patients 
with rheumatoid disease when treated over a long period with steroids than 
when treated by other means. Individual susceptibility to complications 
seems to vary and it has been suggested (Bukantz and Aubuchon, 1957) 
that certain diseases are associated with certain complications. Any patient 
may show infection and the signs of hormone excess, but those with rheuma- 


toid disease seem more likely to have peptic ulceration and polyarteritis, 


whilst the asthmatic is more prone to osteoporosis. 

Triamcinolone is peculiar in that it causes muscle weakness and wasting. 
It is not generally used in allergic disorders. 

When using steroids systemically it is well to have the possibility of com- 
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plications in mind and always to make sure about hypertension, pulmonary 
tuberculosis and glycosuria and also the patient’s previous mental history. 
Adrenal suppression.—Beck (1955) made an apt comparison of steroid 
therapy with an iceberg, in which he pointed out that the clinical effects are 
like the part of the iceberg above the water and clearly seen while the pro- 
found effects on the body as a whole are hidden from our immediate view. 
The most important of these submerged effects is adrenal suppression. This 
can persist for many months after administration of steroids has ceased. 
There are many reports of adrenal failure in these patients under the stress 
of surgery or acute infection. All these reports argue strongly against the 
casual use of steroids. All patients taking them should carry a card which 
gives details of their dosage. A less well known undesirable effect of steroids 
is the reduction of the protection given by tetanus antitoxin in a patient 
taking steroids by increase in potency of toxin (Chang and Weinstein, 1957). 


CORRECTIVE MEASURES 

Certain special measures to minimize side-effects are desirable in patients 
having long-term steroid therapy. Salt restriction and the administration of 
potassium chloride (two o.5-g. varnished tablets of potassium chloride a day) 
are desirable though less necessary with the newer steroids than with cor- 
tisone. Since steroid tablets may have a local effect on the gastric mucosa 
some give an antacid preparation at the same time as the steroid. An intra- 
muscular injection of a protein anabolizer (nandrolone, 12.5 to 25 mg.) 
once a week will help to ward off osteoporosis. 
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PENICILLINASE TREATMENT OF 
PENICILLIN REACTIONS 


By ROBERT M. BECKER, M.D., F.A.C.P. 
Attending Physician, Madison General Hospital, Madison, Wisconsin, U.S.A. 


ABOUT five years ago I saw two patients with severe penicillin reactions of 

the serum sickness type. After treatment with prednisolone, 10 mg. four 

times a day, there was slight improvement in each. After a week when 

steroid therapy was reduced the reactions returned as severely as before. 

Steroid therapy continued, but it was two months before they were symptom 

free. Both of these patients had 

received large amounts of intra- 

muscular procaine penicillin. 

‘The problem these patients pre- 

sented was that they still had 

penicillin in their tissues and 

body fluids which was prolong- 

ing the reaction. The relative 

futility of using anti-inflamma- 

tory agents (steroids) to suppress 

the reaction when the inciting 

antigen was still present and 

continuing the reaction seemed 

apparent. The use of peni- 

cillinase to remove the offending 

, V\ antigen in patients with peni- 

i oo oe eS wy cillin reactions seemed logical. 
\ H . N—CH—COO 

EXPERIMENTAL STUDIES 

thi, a psilieiesiaeesit eatemanatatinen ah atnillb Penicillinase has been used for 

of action of penicillinase years in laboratories to hydro- 

lyse penicillin that might be 

present in tissue fluids that are cultured for bacterial growth. Discovered 

by two British workers, Abraham and Chain (1940), it is one of 

the most potent enzymes for its substrate, penicillin, known to man (Pollock, 

1960). It is produced by several bacteria including some strains of staphy- 

lococci and E, coli. ‘The commercial penicillinase product is derived from 

B. cereus. The inactivating action of penicillinase is through its catalytic 

hydrolysis of the lactam ring, the penicillin molecule being changed to 


penicilloic acid, which is non-antigenic in this sensitivity system (fig. 1). 
In vivo studies (Becker, 1956) carried out in guinea-pigs and man (without 
reactions) showed that circulating penicillin could not be detected within 
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thirty to sixty minutes after a subcutaneous injection of penicillinase. 
Further, no penicillin blood levels could be detected for four to seven days 
after the single initial injection of penicillinase, even though twice-daily 
injections of 600,000 units of procaine penicillin were continued during 
this time. After four to seven days penicillinase is apparently metabolized 
and the penicillin then begins to make its appearance in the body fluids 
again. 
CLINICAL STUDIES 

Clinical trials in patients with penicillin reactions were then undertaken 
(Becker, 1957-58, 1958). To date, I have personal experience, either by my 
own observation or from reports sent to me from other physicians, of a 
total of 53 cases of penicillin reactions treated with penicillinase. Of these, 
27 were treated with penicillinase alone with uniformly good results; that is, 
there was complete clearing of all lesions within twenty-four to ninety-six 
hours. The remaining 26 patients were treated with penicillinase and other 
therapy including antihistamines, steroids, and the like. Of these 26 cases 
the response in 21 seemed directly attributable to penicillinase. This 
conclusion can be drawn from the following case reports, as examples. 


Case 1.—A 32-year-old white male was given 2 mega units of benzathine peni- 


cillin (‘bicillin’) intramuscularly. 

Reaction.—There was minimal swelling of the hands and knuckles within two 
days, which receded in one day. Ten days following the administration of ‘bicillin’, 
however, the patient developed extensive giant urticaria, extensive angio-cedema 
and joint involvement of the serum sickness type. 

Treatment.—Hydrocortisone, 20 mg. four times daily; diphenhydramine, 50 mg. 
four times daily; and adrenaline in oil daily. After two days the reaction continued 
to increase in severity; 1 mega unit of penicillinase was then given intramuscularly. 

Result.—Complete clearing of the urticaria was noted within twenty-four hours. 
The angio-edema and joint involvement cleared within forty-eight hours of 
administration of penicillinase. 

Case 2.—A 52-year-old white male was given 600,000 units of procaine penicillin 
intramuscularly. 

Reaction.—Two hours later a ‘rash’ appeared. The generalized urticaria became 
an exfoliative papular dermatitis of the face, feet and hands, and later involved the 
entire body. 

Treatment.—Initially ‘sandosten calcium’ was used, with no benefit. Steroids 
were avoided because of the presence of diabetes mellitus and an ulcer. Penicillinase, 
I mega unit intramuscularly, was given approximately seven days after the reaction 
started. 

Result.—Dramatic clearing of the patient’s extensive and markedly pruritic 
dermatitis within eighteen hours in a situation where steroids had to be avoided. 


Case 3.—A 32-year-old female received 600,000 units of procaine penicillin intra- 
muscularly twice daily for seven days. 

Reaction.—On the eighth day she developed severe giant urticaria on the trunk 
and extremities. 

Treatment.—1 mega unit of penicillinase intramuscularly; prednisolone, 15 mg. 
six-hourly; diphenhydramine 25 mg. six-hourly; and calamine lotion with phenol 
four-hourly. 

Result.—She made a very rapid response with complete clearing of urticaria 
within twelve hours. In the notes I made at the time I said: “The response was 
rather dramatic, and I tend to feel that penicillinase was a very desirable measure 
with this patient’. 
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Case 4.—A 60-year-old white female received 600,000 units of procaine penicillin 
intramuscularly. 

Reaction.—Generalized severe urticaria two weeks later. 

Treatment.—Prednisone, 5 mg. four times daily for three days with no effect. 
Then 1 mega unit of penicillinase intramuscularly, repeated in three days. 

Result.—Considerable subjective and objective improvement (75 per cent.) in 
twenty-four hours after the first injection of penicillinase. Complete response to 
second injection of penicillinase. An apparently excellent response. 

Case 5.—A 32-year-old white male was given two injections of benzathine 
penicillin (‘bicillin’) intramuscularly 

Reaction.—Inflamed, swollen left ankle, severe generalized giant urticaria with 
extreme pruritus, and tenderness in joints coming on two weeks after the initial 
‘bicillin’ injection. 

Treatment.—Adrenaline hydrochloride, 0.25 ml. subcutaneously, repeated at 
different intervals; diphenhydramine, 50 mg. four times daily; prednisone, 5 mg. 
thrice daily; with no relief over the next three days. Five days later, 1.2 mega units 
of penicillinase were given intramuscularly. This was repeated on the following 
day with prednisone, 5 mg. twice. 

Result.—The patient symptomatically improved rapidly. His joint swelling and 
urticaria completely subsided in the next twenty-four hours. 

Case 6.—A 9-year-old white male received 1.2 mega units of depot penicillin in 
two intramuscular injections given twenty-four hours apart. 

Reaction.—Giant urticaria, angio-cedema especially of soles of feet; the edema of 
the soles so severe that the patient had difficulty in walking. 

Treatment.—Tripelennamine, 25 mg. four times daily for five days. ‘The condi- 
tion of his feet worsened. ‘Neo-cortef’ was then started : 2.5 mg. eight-hourly, then 
six-hourly for two days. The reaction continued to become more severe, until the 
boy was unable to walk. One week after the onset of the reaction 1 mega unit of 
penicillinase was given intramuscularly. 

Result.—Seventy-five per cent. clearing in twenty-four hours, complete clearing 
in forty-eight hours. 

Case 7.—A 20-year-old white female received 400,000 units of procaine penicillin 
(‘duracillin’) with 1 g. of streptomycin intramuscularly at 10.00 hours. 

Reaction.—By 14.00 hours the patient had urticaria with throat ceedema to such an 
extent that she could scarcely breathe. 

Treatment.—Obenzoin was used, with very little success. At 16.30 hours, 1.7 
mega units of penicillinase were given intramuscularly. 

Result.—Three hours after the use of penicillinase the patient’s symptoms cleared 
completely. 

Case 8.—An 11-month-old white male received 1 ml. of Salk vaccine (which 
contained 400 units of penicillin) subcutaneously. 

Reaction.—There was marked, extensive urticaria with pruritus ten days after 
administration of the Salk vaccine. (The child had also received penicillin some 
months before.) 

Treatment.—Corticotrophin, antihistamines and steroids were given for two 
weeks without effect. Penicillinase, 1 mega unit, was then given intramuscularly. 

Result.—The previously persistent pruritus had gone in four hours, and the 
urticaria cleared in eighteen hours after penicillinase. 


Two other case reports of interest concerning the effectiveness of penicil- 


linase in treating penicillin reactions are cases associated with acute renal 
shutdown. The first is a report by Unger and Nemuth (1958):— 


‘Our case of penicillin hypersensitivity is unusual because of the occurrence of 
acute renal failure and is of particular interest because of the response to a specific 
therapeutic agent, penicillinase. ACTH, prednisolone and antihistamines had been 
ineffective in controlling the manifestation of hypersensitivity in this patient . . 
Within a few hours of the administration of penicillinase profuse diuresis supervened 
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and the BUN level fell promptly. . .. Employment of a specific and highly effective 
agent, penicillinase, for the destruction of penicillin, resulted in rapid improvement 
and gives promise of being of great value in similar situations’. 


The case involving acute renal shutdown for four days associated with a 
generalized penicillin reaction was described to me by Dr. John Turgeson 
of Madison, Wisconsin. This patient likewise failed to respond to cortico- 
trophin, steroids and antihistamines. After four days of this régime marked 
diuresis was produced within four hours after an injection of penicillinase. 


REACTIONS TO PENICILLINASE 
In my series of 53 cases several patients complained of pain (moderate to 
severe) at the site of the injection. This usually subsided within twenty-four 
hours. Two patients noted transitory chills and fever which came on about 
four hours after the injection of the enzyme and lasted about four to six 
hours. 

There have been four case reports of systemic reactions attributed to 
penicillinase (Hyman, 1959; Reisch, 1959; Caputi, 1959). These reactions 
have taken the form of an anaphylactic-like reaction following injection of 
penicillinase. Whether they were true hypersensitivity reactions to the 
enzyme or reactions to impurities present is difficult to be certain. 


DISCUSSION 


These studies reveal that penicillinase is a valuable adjunct in the treatment 
of penicillin reactions. It must be remembered, however, that all the enzyme 


does is remove the antigen (penicillin). How quickly or completely the 
vascular damage is spontaneously repaired varies greatly from patient to 
patient. In my experience the best treatment of penicillin reactions consists 
in the use of small to average doses of steroids for about four days along 
with the initial injection of penicillinase. The most dramatic responses seen 
to penicillinase have been in those patients with penicillin reactions who 
have been on steroids for several days or weeks with little or no response: 
after a single injection of penicillinase, dramatic improvement is noted within 
a matter of a few hours and is usually complete within twenty-four to forty- 
eight hours. Presumably this is because the tissues are saturated with the 
anti-inflammatory steroids and, with hydrolysis of the antigen (penicillin), 
the vasculitis clears quickly. 

Another factor in the use of penicillinase is time. The sooner penicillinase 
is given after the reaction starts the more quickly and completely the reac- 
tion disappears. In spite of this there are some clinicians who withhold 
penicillinase therapy when they see an early penicillin reaction, on the 
grounds that many reactions subside spontaneously. This, of course, may 
happen in some cases, but, on seeing an early penicillin reaction, there is no 
way of foretelling whether it will be self-limited and clear spontaneously 
or whether it will progress to a more serious and systemic reactive state. 
Figure 2 presents an example of this. 
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This 19-year-old lad had received 3 mega units of a depot penicillin in three 
separate injections over a period of ten days for acute tonsillitis. About a week after 
his last injection he began to notice small vesicles, pruritic and erythematous in 
nature, appearing around his ankles. This was considered an early penicillin re- 
action and the patient was given an antihistamine. Over the next few days the 
bull spread and became larger. Steroid therapy was then begun. Within fourteen 
days of the onset of his reactions the bullz had covered his entire body and he was 
practically completely denuded of skin. He died on the 17th post-reaction day. 
Unfortunately penicillinase was not commercially available until two months after 
the patient expired. I feel certain that had he received penicillinase along with 
steroids when the reaction was first noted, his life would have been spared. 


Patients are often seen who develop minimal urticaria or angio-cedema 
within less than twenty-four hours after a penicillin injection. The usual 
story is that this reaction spontaneously subsides within twelve to twenty- 
four hours, but recurs 
in more extensive and 
serious form about a 
week to ten days later 
even though no fur- 
ther penicillin was 
given. This type of 
delayed reaction can 
be prevented, or made 
much milder and easier 
to treat when it ap- 
pears again, if peni- 
cillinase is given at the 
first sign of a reaction. 

There are some who 
defer using penicillin- 
ase early in the course of a penicillin reaction because of a possible sensi- 
tivity reaction to the enzyme. The answer here is that by now several 
thousand injections of penicillinase have been given, and only four cases have 
been reported of adverse reactions. 

Another interesting facet about penicillin reactions is how they can be 
prolonged over long periods of time by ingestion of penicillin-contaminated 
dairy products, milk, ice cream and cheese, especially Rocquefort or other 
blue cheeses. Zimmerman (1959) has reported some interesting cases of 
severe recurrent penicillin reactions in patients who had recurrent penicillin- 
type reactions months after having had a reaction following administration 
of penicillin. After clearing the lesions with penicillinase, the reactions kept 
recurring until it was discovered that dairy products containing penicillin 
were the offending source of re-sensitization. These patients were tested and 
retested with dairy products several times, orally. Each time they developed 
severe penicillin reactions and each time were quickly cleared of the reaction 
with penicillinase. ‘Then penicillinase was given before the dairy product 
was ingested by the patient, and no reactions were noted. 


ol 


Fic. 2.—Severe bullous eruption in fatal case of penicillin 
reaction. 
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Some patients are exquisitely sensitive to penicillin. Trace amounts as 
small as 0.000003 unit of penicillin may provide enough penicillin to 
produce a severe reaction (Bierlein, 1956). 

Another often unsuspected source of penicillin is the Salk poliomyelitis 
vaccine. Some of the vaccine manufacturers use penicillin as a preservative 
in the vaccine itself and this usually amounts to 200 to 400 units per vial. 
Others use no penicillin as a preservative in the vaccine but do use penicillin 
in the monkey kidney-polio virus growth process. This type of vaccine 
carries only trace amounts of penicillin but this small amount may still be 
sufficient to produce a significant reaction in a penicillin-sensitive individual. 
Some vaccine manufacturers do not use penicillin either when growing the 
virus or as a preservative. 

SUMMARY 
Penicillin is still the most important and effective antibiotic available today. 
Since the advent of penicillinase, penicillin reactions have been over- 
emphasized in the lay and medical literature. Because of this physicians and 
patients are becoming more and more reluctant to use or be given penicillin. 

Penicillinase hydrolyzes penicillin to penicilloic acid which is non- 
antigenic in a patient having a penicillin reaction. By its removal of the 
antigen, penicillinase has proved to be a valuable adjunct in treatment of 
penicillin reactions. Initial clinical studies have shown penicillinase alone to 
be effective. With the addition of steroids, however, in average doses for 
three to four days, the patients are more comfortable more quickly. 

Since we cannot be sure which early mild penicillin reaction may not 


progress to a more serious systemic form, it is recommended that penicil- 
linase be given to every patient with a penicillin reaction. The earlier it is 
given the more rapid and complete will be the response. 

Case reports are given in which the administration of penicillinase was the 


turning point in the patient’s recovery. 
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ALLERGY IN GENERAL PRACTICE 


By LINDSEY W. BATTEN, M.B., M.R.C.P. 


How much allergy does a general practitioner encounter in his practice? 
The answer, on any basis of computation, must be ‘a good deal’ but it will 
depend much upon the interpretation given to a word that has got somewhat 
out of hand. If the word is confined—as it surely ought to be—to reactions 
to a known and nameable allergen the cases will be much fewer than if it is 
applied to every set of symptoms which can be of such a nature. There are 
those for whom bronchial asthma, urticaria, spasmodic rhinorrhoea and 
eczema are allergic disorders as definitely as chickenpox is an acute infec- 
tious fever and therefore the first thing to do if such a condition presents 
itself is to discover the postulated allergen and the next to eliminate it or to 
desensitize the patient to it. To me this seems a mistake and rather a bad one. 


THE REALITY OF THE ALLERGIC PHENOMENON 

There is, of course, no question about the existence and reality of the allergic 
phenomenon—the abnormal reaction to something swallowed, touched, 
inhaled, or received by injection—and it seems quite certain that we have 
by no means reached the limits of its manifestations yet. Rhesus incom- 
patibility between a woman and the fetus within her is only a beginning; 
there are more internal hostilities and biological civil wars to be revealed. 
But subtleties apart, plenty of examples of acute clinical disorder in which 
allergen and allergic reaction are quite beyond question come the way of 
the family doctor. 

A kitchen maid—in the days when there were such—tasted the lobster spawn 
sauce which was agreeing well with the diners in the next room. Within minutes 
she was in alarming distress: swollen, breathless and with extreme tachycardia. 
Subcutaneous adrenaline promptly relieved her, perhaps saved her life. 

An anesthetist, beginning to feel feverish at an operation, took ten grains of 
aspirin, as he had often done before, and it happened to him as to the kitchen 
maid. I knew him well but could hardly recognize him. Adrenaline performed its 
familiar miracle on the manifestations of allergy and an acute respiratory infection 
explained the fever. 

Such cases are as near simple cause and effect as we often meet in this 
complicated world. It is unlikely that guilt in the kitchen maid or anxiety in 
the anesthetist played any part in producing the alarming clinical picture. 
Yet mystery lies as usual just below the surface. How the kitchen maid had 
become sensitized to lobster spawn and why one dose too many of aspirin 
sensitized the anesthetist will never be known. From the patient’s and the 
practitioner’s point of view it does not much matter. She must never taste 
lobster spawn—perhaps even lobster—again, nor he aspirin—much more 
awkward for him than for her; awkward, too, for the doctor who may, in a 
hurried or unguarded moment, order or sanction some aspirin-containing 
drug to the great peril of his patient. 

Then there are less dramatic but equally specific cases: the rare cow’s 
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milk sensitive baby whose lips swell on contact with the first drop; the 
innumerable contact dermatoses (not always plain cause and effect; they 
may have an emotional factor); drug eruptions, among which the curious, 
though not very rare, fixed drug eruption deserves an instance. 

A practitioner prone to occasional self-doctoring found in middle age that a bad 
cold was apt to invade his bronchi, giving him a day or two’s slight fever and 
several weeks of morning cough with sputum. He thought to forestall this and 
seemed to succeed more than once by taking a few well-timed doses of trisulphon- 
amide. But one day a red round moist itching patch appeared on his right forearm 
without apparent cause and was slow to fade. A dermatologist said it looked like a 
fixed drug eruption, a little thought identified the likely cause and diagnosis was 
established by taking half a tablet of the drug, when the patch had quite gone. 
It reappeared in half-an-hour. 

No doubt, further experiment or testing might pin the guilt to one member 
of the sulpha trio but it seems more suitable for the unfortunate man to 
conclude that for the future sulphonamides are not for him. 


URTICARIA 

General urticaria can of course be an example of allergy. It is pretty certainly 
so if it follows promptly on a bee sting, a strawberry, or an antitoxin injec- 
tion, and the patient who presented himself smothered in a petechial rash, 
bleeding from the mouth, and with gross hamaturia, had clearly become in 
some way allergic to the ‘sedormid’ he had taken the evening before to 
ensure a good night on the train. Such examples do occur quite often in 
general practice and they should be and are recognized but it is quite 
another thing to think or speak of allergic diseases. 

Urticaria, for example, as encountered in practice seems far more often 
than not to have no specific excitant. The most painstaking inquiry covering 
every contact, article of diet, drug or inhaled emanation reveals nothing and 
if skin tests give positive reactions they may be entirely at variance with the 
clinical history and picture. Sometimes it is obvious or seems most likely 
that emotion has pulled the trigger but very often both practitioner and 
patient will, if they are wise, accept the fact that here is one more of the daily 
mysteries; here is a patient constitutionally subject to urticaria; here the 
disorder is; no determining cause is going to be found; it is ‘just too bad’ or 
‘one of those things’. Calamine cannot be wrong; mild sedatives are likely to 
do good but may sensitize, as may antihistamines, locally or by mouth. The 
eruption may take some time to go and may recur; too much medication 
even too much investigation—may make matters worse. One is more likely 
to ‘grow out of it’ than to ‘become a martyr to it’. Take it easy and wait. 


SPASMODIC RHINORRHEA 
There is even less justification for calling spasmodic rhinorrheea or vaso- 
motor rhinitis—the over-sensitive nose—an allergic disease or disorder. 
Of course, if the nose and eyes run and itch every June and then stop for 
eleven months the patient is sensitive to grass pollen and has a familiar 
allergy; but for one patient with hay fever there must be a dozen with non- 
specific explosive noses. All manner of things fire these noses off. The 
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patient may rise from a warm bed on a cold night, get back having done 
nothing worse than cool his feet, and sneeze violently a dozen times before 
getting to sleep again. He may sneeze twenty times while shaving or dressing 
in the morning and then no more all day; he may have an evening rhinor- 
rhea simulating an incipient cold but gone in the morning and this pattern 
may continue for many days and then cease. One may postulate an undis- 
covered allergen encountered in the evening but it is not practically helpful 
and the cold bedroom floor or the dazzle of white clouds which may also 
produce a sneezing bout surely cannot rank as allergens; nor, if the same 
nose reacts unduly to pepper, dusting powder, household dust and a hay 
fight, can it reasonably be held to have been sensitized to all these different 
dusts. Surely the plain truth is that the sufferer has constitutionally an over- 
sensitive nose. There i: no more to say. He must learn to live with it, avoid- 
ing provocation as far as may be and perhaps trying a small evening dose of 
an antihistamine; but he will be wise to avoid drops, sprays, pocket inhalers, 
cauterizings and nasal surgery of all kinds unless the condition becomes 
complicated by something deserving surgery in its own right. A wise child 
will not lose his tonsils and adenoids merely because he ‘always seems to 
have a cold’. 
ASTHMA 

Asthma, though now tending to be classed as a ‘stress disorder’, has often 
been classed as an allergic one. A pure allergic asthma, provoked con- 
sistently by one nameable allergen or even by more than one but by nothing 
else, must surely be uncommon if not rare. A longish experience of practice 
brings no instance to mind. Doubtless among the precipitants of bronchial 
spasm in many asthmatics is some substance or drug to which they react by 
an attack and to which they can quite properly be termed allergic but almost 
all such patients have other precipitants including emotion. 

It is a familiar fact that most asthmatic children cease to have attacks if 
admitted to hospital, and this has been ascribed to the absence of dust; but 
thirty-five years ago the wards of an East End children’s hospital were not 
strikingly dust-free yet the phenomenon was well known. Moreover, young 
asthmatics sent to any convalescent or foster home in the country were 
generally reported free of symptoms while there and came back transformed 
in appearance though quite often their mothers reported an attack on the 
platform of the London station to which they returned. A remembered case 
illustrates several points. 

An asthmatic child from a Berkshire town was admitted to a small children’s 
hospital in London for investigation and advice. Her attacks ceased at once but 
skin tests were performed and the visiting medical officer, under whose care she was, 
read the report as incriminating horsehair. Inquiry revealed that her Berkshire 
home was full of the stuff; her parents gladly exchanged horsehair chair-seats and 
sofas for permissible equivalents and some months later a report reached the 
London doctor that her asthma had not recurred. He re-read the hospital notes 
intending to record the happy issue but found (to his personal humiliation) that the 


tests had incriminated not horsehair but feathers. He also found that the child’s 
head had reposed on a feather pillow throughout her stay in the ward. 
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Another asthmatic child gave positive skin reactions to tomatoes, horsehair, 
and feathers, yet she groomed and rode ponies and ate tomatoes without either 
asthma or urticaria and on the other hand was not materially helped by changing 
her feather pillow for a rubber one. 

As with spasmodic rhinorrheea so with asthma we must surely be pre- 
pared to admit frankly to ourselves and to teach our patients when necessary 
that nothing which in ordinary parlance could be called a cause can, in 
many cases, be found or named. Coustitutional susceptibility seems an in- 
evitable postulate and often enough there is a family history of functional 
disorders in the skin, blood vessels, nasal mucosa or bronchial tubes but 
this is all. Search as we will, no determinant, intrinsic or extrinsic, material 
or emotional, can be found. 

A happy thriving breast-fed baby of six months, taking no drug and presented 
with no new food or environmental change, had an acute rhinorrhcea one morning, 
replaced next day by very severe bronchial spasm, yielding to adrenaline. In the 
course of some months the whole sequence was several times repeated. Neither 
Sherlock Holmes-like questioning nor investigation in hospital discovered a cause. 
No doubt many interacting causes were at work, but, though several appropriate 
experts tried to unravel them, none succeeded. Very slowly in the country the 
child is reported to be outgrowing her asthma. 


INFANTILE ECZEMA 

Many family doctors have seen what used to be called infantile eczema 
appear quite unreasonably in a healthy baby thriving on breast or cow’s 
milk, and have watched the complaint run its exasperating course, dwindle 
to a Besnier’s prurigo and then give place to asthma. We have sometimes 
been invited to regard the whole progression as an allergy to milk proteins 
but the theory does not square well with clinical observation and most of us 
have probably been disappointed with boiled acidified cow’s milk with the 
scum off and with its factory-made equivalent. Once more the plain truth 
is that we don’t know, and we should say so. 

To let a child’s diet alone is very unpopular with parents but it is obviously 
wrong to ban one useful or pleasant constituent after another in the hope 
of eliminating an allergen which may not exist. Reasoned fatalism is far 
better than sham science. 


SOME SOUND ADVICE 
A symposium on allergy appeared in The Practitioner in June 1957 and 
makes instructive (and, to the present writer, most acceptable) reading. An 
‘editorial’ notes the abuse of the word allergy by laymen and doctors alike, 
and the consensus of opinion deplores reliance on skin tests for diagnosis on 
the grounds that they are unreliable, sometimes misleading and not free 
from various kinds of risk. There is general agreement that allergens should 
be searched for and found by careful history-taking and clinical observation ; 
tests, if used, should be for confirmation. We are urged to observe certain 
principles in our use of drugs: use as few as possible, avoid long-acting ones, 
give by mouth for choice and never fail to ask about former reactions. By so 
doing we shall reduce the number of drug-allergies and prevent an occasional 
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catastrophe such as anaphylactic death from an injection of procaine 
penicillin. 

The host of antihistamines is critically reviewed and any experienced 
practitioner must surely agree that ‘the efficacy of these drugs is very 
unequal and capricious and whilst they produce definite improvements in 
certain affections they appear to be without action in others—for still un- 
explained reasons’. Promethazine, none the less, ‘given parenterally with 
adrenaline, can be life saving in anaphylactic shock’. All this chimes with 
experience in practice. We may wish them fewer and less prodigal of alterna- 
tive names but the antihistamines do mitigate, though they do not cure, 
many tiresome reactions. We are glad to have them and one more, if it really 
had no side-effects, would still be welcome. 

Acceptable, too, is the teaching that in treatment avoidance of a proved 
allergen should take precedence over attempts to desensitize, as being the 
more efficacious, though often enough the less popular, therapeutic measure. 
Even in the case in which it most often succeeds—pollen injections for the 
pollen sensitive—it is tedious, not painless, transient and expensive. Infants 
seem able to gain or regain tolerance to milk and egg-albumen on the 
Mithridates régime of ‘first a little, then to more’, but if anything of the 
kind can be done to help the drug-sensitive the news has not spread far. 


THE SIGNIFICANCE OF STRESS 

Allergy not psychosomatosis is the subject of the present symposium but 
it is impossible not to notice stress in its current sense because so many of 
the maladies now listed as ‘stress diseases’ were quite lately, and with equal 
confidence, classed as ‘allergic diseases’. 

No general practitioner of any experience can possibly fail to recognize 
the startling power of unhappiness, anxiety, repressed emotion, and every 
kind of conflict in the half-conscious or unconscious mind to produce or help 
to produce disorders of function—sometimes leading to structural changes 

in many systems, organs and tissues. In asthma, for example—typical 
disputed territory—it has seemed to me that emotion is a more frequent and 
more powerful determinant or trigger puller than allergy. But if it is in- 
accurate and misleading to call asthma, urticaria, eczema, and spasmodic 
rhinorrheea allergic diseases it is no better to call them stress diseases. The 
basic common factor in their complex etiology is surely constitutional 
susceptibility. If coaxed or forced into etiological pigeon-holes they are apt 
to fly out again in a few years’ time. 

The general practitioner—fortunately for him—need not classify the 
clinical pictures and problems presented to him. He can leave that difficult 
problem to statisticians and compilers of textbooks. But, if tempted to make 
a list either of allergic or of stress disorders, he may recollect that in the 
1920’s some at least of these clinical states were called toxic and were 
treated by the elimination of foci and long courses of autogenous vaccines; 
in the ‘forties they became allergic and were treated by elimination of 





458 THE PRACTITIONER 


allergens and courses of graduated desensitizers; now they seem likely to 
become ‘stress’, used adjectivally, to be treated by elimination of emotional 
conflicts and courses of psychotherapy. Some may even recall a time when 
they were ascribed to subsoil and climate and treated by change of residence 
or travelling for health. Can we be quite sure we are at the end of the story? 


SOME PRACTICAL ADVICE 
What, then, does experience, supplemented by some reading, suggest that 
the practitioner should do and think about allergy? 

Since we may at any moment meet it in an acute and dangerous form we 
should never be without fresh and potent adrenaline for injection and 
perhaps injectable promethazine to reinforce it on occasion. Some oral anti- 
histamine is good to have handy for less intense allergic reactions. We should 
never forget the possibility of drug sensitization and should obey the rules 
already cited. Perhaps the two most important are to question our patients 
as to any former reaction before applying, ordering, or injecting almost any 
drug; to make quite certain we put nothing into a vein that was not meant 
to go there and perhaps especially to apply these rules to procaine penicillin. 

When we have to do, not with unquestionable allergy, but with more 
doubtful ‘allergic diseases’ it should be our first duty to protect our patients 
from inaccurate diagnosis, needless restrictions and deprivations and exces- 
sive treatment. If we suspect allergy we should search for the evidence by 
questioning and history-taking rather than by prick, scratch or patch test, 
whether in the surgery or laboratory, and we should bear in mind that such 
tests may not be harmless. If we find an unquestionable allergen we must 
press our patients to accept the unpalatable truth that the essential part of 
treatment in the present state of knowledge is to avoid the allergen rather 
than to hope that drugs or graduated injections will abolish or counteract 
susceptibility. As a rule the patient must learn to live with his disability 
as he must with so many others—accept and use to the full whatever pallia- 
tives we have to offer and not waste time, faith, hope, and money in seeking 
for a non-existent cure. This applies especially to parents of children. There 
is a very real danger that too much investigation and treatment will confirm 
the child in his disability and destroy the good chance he has of outgrowing 
or living it down if he is encouraged to make light of it, to regard himself 
as normal and to enjoy his young life to the full. 

A twelve-year-old boy from Switzerland staying with an English family and 
subject to what seemed a mild asthma demanded a daily intravenous injection of 
10 ml. of calcium gluconate, of which he carried a supply; it was hard to believe 
that he would not have been healthier and safer without it. 

Finally, though we should be ready to give full weight to emotional factors 
we should recognize that a multiplicity of interacting causes underlies almost 
every departure from health and we should not be such simpletons as to 
suppose that, having uncovered a stress, we need look no further for a 
cause of some obscure disorder of function. 





A CRITICAL REVIEW OF THE 
VALUE OF VAGINAL CYTOLOGY 


By A. J. WRIGLEY, M.D., F.R.C.S., F.R.C.0.G. 
Obstetric Physician, and Lecturer in Midwifery and Diseases of Women, 
St. Thomas's Hospital 


CYTOLOGY is no new science and vaginal cytology is no new branch. As 
long ago as 1928 Papanicolaou published his observations on the discovery 
of cancer cells in a stained smear made from the vaginal secretions. Ever 
since then he, and Ayre and others in North America, and Dudgeon, Bam- 
forth and others in Britain, have been responsible for an ever enlarging 
development of the smear technique. 


SOME DIFFICULTIES 

For practical purposes, although much spadework was done before 1939, it 
was not until the end of the last war that any appreciable volume of work 
was attempted and then in very few centres. The reasons for this were fairly 
obvious. The study of cytology, and from it the assessment of its practical 
application, inevitably necessitate the cooperation of a team of workers: 
clinicians who will make themselves responsible for the examination of the 
patients and for the obtaining of the specimens, the cytologist who not only 
must be an expert in this particular branch of pathology, but also a path- 
ologist of experience. Last, but by no means least, the results of numerous 
observations and examinations are of no value unless they are faithfully 
and accurately recorded and these records presented regularly at suitable 
intervals for review. It was soon discovered that every pathologist was not 
automatically an expert cytologist. Accurate and knowledgeable observers 
of the changes in cell structure were few and far between and their training 
was likely to be long and arduous. Such workers, however, can be trained, 
though from my own observations this is more likely to be successful by a 
process of what may be termed prolonged infiltration rather than by the 
much more popular course of study in a ‘Cytological Laboratory’. 

Readers of The Practitioner are in the fortunate position of having had the 
opportunity of studying two authoritative reviews of the subject by Dr. J. 
Bamforth (1957, 1959), one of the pioneers of cytology in this country. 
The purpose of this article is to review the clinical evidence in an attempt to 
reach a definite decision as to the value of vaginal cytology. In the past 
there has been much discussion as to the relative values of clinical diagnosis, 
biopsy, and cytology, and the various conflicting arguments can best be 
illustrated by a consideration of the problem of carcinoma of the cervix. 


BIOPSY 
In the first place the assertion has been made that in all doubtful cases of 
carcinoma of the cervix, biopsy will provide an answer of ‘Yes’ or ‘No’. 
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This is usually the case, but occasionally even biopsy gives the wrong 
answer. No laboratory investigation is infallible. Consider, for instance, in 
what manner it is usual to obtain material for biopsy. It is done either by the 
use of the curette, or by the excision of radial portions of tissue from four 
quadrants of the cervix, or by the circular excision of a layer of tissue that 
includes the squamo-columnar junction. In an early case, and we are 
dealing only with the early or suspicious cases, the curette is notoriously 
unreliable. The malignant area will be small and little or no necrosis of 
the growth will have occurred. The curette may miss the malignant area 
altogether; alternatively the small collection of malignant cells scraped off 
by the instrument may not be included in the material sent for examination, 
or, if this has been done, the small fragment of malignant tissue may not be 
included in the section taken for staining. 

The quadrant biopsies as practised by Galvin (1955) so often failed to 
obtain for examination the necessary and malignant area, that the method 
has been largely and logically discarded and replaced by the ring excision 
of tissue, sometimes called conization. Even with conization, however, it has 
been shown that in a few cases this procedure fails to remove the diseased 
tissue. In other words, it is wrong to believe, and even worse to imply, 
that biopsy will invariably provide the answer or that biopsy provides an 
error so small as to be ignored. 


THE SMEAR TECHNIQUE 

We now come to a consideration of the evidence as to the reliability of the 
reports on the presence of malignant disease by the use of the smear tech- 
nique. There has been an obvious variation in the assessment of its accuracy 
by various workers, That this should be so is inevitable. All who conduct a 
study of cytology will have their own individual standards. In doubtful 
cases the appearance of a cell will mean one thing to one man and be not so 
convincing to another. Secondly, figures purporting to indicate relative 
success or failure have differed in different centres. No comparison should 
ever have been made between these results, for the material from which 
they were obtained was from entirely different groups of women. Thus, 
some investigations were conducted from a cross-section of the population, 
others from a cross-section of all women who attended a gynzcological 
clinic, others from selected patients who presented ‘suspicious symptoms’, 
and so on. Inevitably different results and different impressions would be 
obtained from each group. As Anderson (1957) has so rightly stated: ‘Cor- 
relation of results with clinical impressions for useful assessment was too 
dependent on subjective impressions—even when they were made by 
experienced gynzcologists’. We have only to ask ourselves, as he suggests, 
how our ‘clinical impression’ would vary as to diagnosis, necessary in- 
vestigation and treatment when the picture was that of an erosion of the 
cervix in a patient aged 25 as compared with an exactly similar state in a 
woman aged 55. 
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In the last decade a number of mass investigations by the smear technique 
have been performed in the North American continent and in some instances 
tens of thousands of women have been examined. Thus, Skapier (1949) 
found 30 cases of cancer in 10,000 cases examined and this figure probably 
represents a fair picture of what may be expected in an investigation of a 
cross-section of the population. Another and interesting approach to this 
aspect of the problem has recently been put forward by Lawson (1957). 

He writes: ‘Aberdeen City has a population of some 185,000 persons, of whom 
about 52,000 are married women aged 20 years and over. During the twelve-year 
period, 1942-53, 255 cases of cervical cancer occurred in women resident in the 
city, 245 being married women aged 20 years and over. The number of new cases 
occurring each year in married women is very close to the calculated annual average 
of 20, and it would seem, therefore, that at any given date there are approximately 
20 married women in the city who will appear within a year with cancer of the 
cervix’. Referring to the possible consideration of a population survey he con- 
tinues: “To detect these 20 cases prior to the onset of symptoms, however, it would 
be necessary to examine each year 50,000 women—and account would have to be 
taken of changes in number and composition due to ageing, deaths and new mar- 
riages. The situation is further complicated by the possibility that some lesions 
may evolve rapidly and others slowly’. 

Anderson and his colleagues (1953) provided a fair and true picture of the 
accuracy of the technique when, out of a series of 3000 cervical smears, they 
recorded four cases of cancer missed out of the first 1000 patients examined 
and only one case missed out of the next 2000. They noted only one 
apparently false positive result. North American workers constantly refer 
to the ‘false positive’ finding. Thus, Nieburgs and Pund (1950) found this to 
be so in 21 per cent. of their cases diagnosed by smear technique as invasive 
cancer. Kraushaar and his colleagues (1949) discovered 191 cases of cancer 
out of 5,314 investigated and subsequent biopsy confirmed only 100 of 
these results. Many other and similar series could be given and all tend 
to show the same picture: that of a very small but definite number of false 
negative results and an appreciably greater number of false positives, the 
number of false positives diminishing with the increasing experience of the 
cytologist. The explanation for this is neither difficult to understand, nor 
is its existence in any way disconcerting. A small percentage of inaccurate 
results are inevitable for, as already pointed out, no laboratory technique 
is infallible. Accuracy will vary with the presence or absence of malignant 
cells at the time when the examination is made, the actual preparation of the 
specimen, and, of course, with the experience and knowledge of the 
cytologist. 

‘PRE-INVASIVE’ CANCER OF THE CERVIX 
When we turn to ‘pre-invasive cancer’, also termed stage O cancer, intra- 
epithelial cancer or carcinoma in situ, we are confronted with a very different 
state of affairs. Iwo statements only need be made in order to impart a fair 
and accurate impression of the present position. The first is that of Graham 
and Meigs (1952), who showed that out of 40 cases of proved carcinoma 
in situ a correct diagnosis was made by the smear technique in 35 and by 
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biopsy in 28. Daro and his colleagues (1953) found that in very early cases of 
cancer of the cervix biopsy had an error of 9.3 per cent. whereas in the 
smear technique the error was only half (4.6 per cent.) that figure and when 
the two methods were combined the resultant error rate was reduced to 
1.7 per cent. This last statement is the crux of the whole matter and not 
only provides the answer to any criticism of either technique, but also tells 
us exactly the part each should play in the diagnosis of early cancer. No 
one method of investigation must be regarded as a substitute for the other, 
but each is complementary in increasing the likelihood of accurate assess- 
ment of malignant disease. 

Without attempting any description of pre-invasive cancer a few points 
may be mentioned concerning its character and behaviour. Whereas by 
many it is believed to be an actual carcinoma, which has hitherto failed to 
invade deeper tissues, others deny the use of the term ‘cancer’ until such 
infiltration is apparent. ‘The fact that actual regression and a return to 
normal may take place lends support to their contention. 

Graham (1953) reported the results obtained from the cytological examination 
of over 18,000 patients during the period 1943-51. There were 926 cases of carci- 
noma of the genital tract, of which 469 were invasive cell carcinoma, 86 intra- 
epithelial carcinoma of the cervix and 206 adenocarcinoma of the endometrium. 
a numbers clinically suspected in these three groups were 23, 43 and 13 respec- 
tively. 


Pointing out that later reports show an increasing number of intra- 
epithelial carcinoma, of which the great majority are clinically unsuspected, 
Bamforth (1957) emphasizes that this is due almost entirely to the increasing 


use of cytological methods of diagnosis. 

This is borne out by the published result of a mass investigation by 
Erickson and his colleagues (1956). 

Over 100,000 women were examined by smears made from material obtained by 
aspiration from the posterior fornix of the vagina; 393 cases of non-invasive carci- 
noma and 373 cases of invasive carcinoma were discovered of which all but 40 in 
the first group were unsuspected. Only 112 out of the latter group were unsuspected. 

Bamforth goes on to make another statement of the greatest importance: 
‘I do not consider that, as yet, there are adequate cytological criteria for the 
differentiation between invasive and non-invasive carcinoma’. In other 
words, it is his considered opinion that the cytological study provides an 
answer—cancer or no cancer—whatever the stage of the growth. 


TREATMENT OF PRE-INVASIVE CANCER 
When the presence of malignant cells has been reported by a pathologist of 
competence, confirmation of the disease is then necessary by the fullest 
possible investigation, including diagnostic curettage and conization of the 
cervix. If pre-invasive cancer is discovered by the smear technique, the 
diagnosis of this condition can only be made from specimens obtained 
for biopsy. The problem immediately arises as to what should be done. 
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When the patient is over 40, or even over 35, years of age, and when she is 
the mother of a family, there is seldom any doubt but that simple hysterec- 
tomy with concurrent removal of an adequate amount of adjacent vaginal 
wall should be advised. But pre-invasive cancer is all too often discovered in 
younger women. In the early days of pre-invasive cancer of the cervix, 
treatment, often on the advice of the pathologist, was generally by means of 
hysterectomy and even when this operation had been performed the 
occasional case was noted later, and sometimes years afterwards, of the 
occurrence of invasive cancer in the vaginal vault. Later, as more became 
known about some of the characteristics of this condition, conservative 
measures were suggested such as amputation or conization of the cervix. 
Treatment by these means has been practised for a sufficient length of time 
for it to be possible to review the results and it seems that at some time later 
in the lives of slightly under one-third of these cases frank invasive cancer 
makes its appearance. The figure may indeed be higher, for the original 
number of cases included under the heading ‘stage O cancer’ may be swollen 
by the difficulties in diagnosis or the uncertainty of the pathologist. 

It is not surprising therefore to note that Te Linde (1956) asserted his 
opinion that hysterectomy should be the treatment advised in every case. 
This is, and always has been, my opinion; but my experience has not been 
large, probably because I have had the inestimable advantage of having 
Dr. Bamforth as pathologist and colleague and in consequence no great 
number of cases with the diagnosis of pre-invasive cancer have come my 
way. So far as we know there is no need to remove the ovaries and there 
is no need to attempt a block dissection of the cellular tissue and lymphatics 
of the pelvis. 

MASS SCREENING 
If therefore, as would seem to be well proven, the smear preparation is of 
value in the detection of very early carcinoma of the cervix, and it is accepted 
that this technique should never replace, but always be regarded as com- 
plementary to, biopsy, how then should the method be used in hospital or 
private clinic practice? Alternatively, is it possible that the investigation 
should be considered for a mass population screening, done presumably 
in every woman at least once, and preferably twice, each year? Such a 
suggestion would doubtless be received with greater favour in some parts 
of the world than in others. Arguments could be used both for and against 
such a policy, but two aspects cannot be ignored: the expected yield and 
the estimated cost. Skapier (1949) found 30 cases of cancer in 10,000 women 
examined and this figure probably fairly represents what we may expect 
in any mass investigation made at any one time. It coincides exactly with the 
findings of McLaren (1957), who quoted the discovery of unsuspected 
carcinoma in situ at the rate of 3 per 1000 in a series of 5000 women ex- 
amined. In his own words he would regard this as a ‘reasonable harvest’. 
The condition occurs more often in diabetic women, who might well be 
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screened at regular intervals. Next comes the cost. This has been variously 
estimated at $150 ({60) by Nieburgs and Pund (1950), $357 (£125) by 
Haynes and his colleagues (1952), and at over {500 by Stanley Way, per 
single diagnosis of unsuspected cancer in any mass investigation. 


SELECTIVE SCREENING 

In my opinion, for the present at any rate we are not ready for this type of 
mass investigation, and there is no justification for the immense trouble 
and expense involved. If the smear technique is used in the gynecological 
outpatient department as a routine it should be regarded as ‘just one way 
of examining the patient, widening the field of diagnostic possibilities and 
should be used in addition to, and not instead of, other time honoured 
methods’ (Wachtel, 1957). Alternatively, it might be, and has been, widely 
employed in the investigation of all patients in whom symptoms or findings 
on examination suggest the faintest possibility of malignant disease. In the 
absence of any such symptoms or signs, a knowledge of the absence of 
carcinoma in any form is desirable in arriving at a decision as to the extent 
and nature of some operative procedure. For example, it has been my habit 
in recent years to examine patients who present themselves with the con- 
dition of prolapse in whom treatment by a repair operation is indicated. 
On three occasions out of the last 200 such cases the smear has returned a 
positive result when the presence of carcinoma in its earliest form was 
entirely unsuspected. The routine examination of all patients in whom 
hysterectomy for whatever cause is performed should similarly be con- 
sidered. The investigation might well be part of the examination of a patient 
whose prolapse is treated by a ring pessary, on the occasion of her regular 
attendance for removal and reinsertion. Other examples could be cited and 
the use of the cervical smear will vary according to the facilities for its 
performance and examination and with the opinions and enthusiasm of 
each individual medical officer. 


IN GENERAL PRACTICE 
Ayre and others have shown how the Papanicolaou technique can be ex- 
tended to general practice. When I advocated this in a discussion at the 
Royal Society of Medicine (Wrigley, 1956) I was fiercely, but un- 
convincingly, attacked by colleagues of the calibre of the late Sir William 
Gilliatt. The statement had been made at the meeting that, whereas every 
practitioner should continue to send to hospital any and every patient in 
whom, from symptoms and signs, cancer of the cervix might be suspected, 
there was another and larger group of women whose doctors felt that a 
visit to the gynzcological department of a hospital was really not necessary, 
yet wished at the same time that his opinion could be fortified by some 
confirmatory investigation. I went on to cite as an example the case of a 
patient, aged about 45, who had noticed ‘irregular periods’ for the last few 
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months. No vaginal discharge had been seen and on pelvic examination no 
abnormality whatsoever was discovered. The doctor was almost certainly 
right when he believed that the menstrual irregularity was due to an endo- 
crine imbalance so common at this age; but how reassured he would be if 
his opinion could be confirmed by some simple investigation. The making 
of a satisfactory smear can be performed by any practitioner with a little 
instruction and Ayre has shown how it is possible to organize a country- 
wide service for the examination of these preparations. 

Possibly, however, the relative density of population and the ease with 
which expert advice can be obtained in the British Isles lessens the justifica- 
tion for the extension of the use of the smear to the general practitioner. 


POST-TREATMENT FOLLOW-UP 

Another and most important use of the technique is in the observation of 
cases of cancer of the uterus immediately following treatment, whether 
surgical or radiotherapeutic. Ruth Graham, Meigs, and John B. Graham 
have demonstrated this in no uncertain manner (Graham and Meigs, 1949; 
Graham, 1951; Graham and Meigs, 1952). Thus, in the case of a patient, 
whose treatment has been by means of radium and x-rays, regular observa- 
tions should be made on the changes in the cell picture and structure during 
the period of treatment. A marked reaction would indicate a probable 
favourable response to treatment, whereas a poor reaction is likely to be 
followed by no beneficial changes in the growth. 

In a study of 73 cases treated by radiotherapy, Graham (1951) was able to show 
that examination of the smear picture as an index to prognosis was at least 75 per 
cent. accurate. Of 37 patients in whom a poor response was noted in this manner 
only one was alive and well at the end of five years, whilst out of 26 others in whom 


the response to treatment was considered to be good no fewer than 23 were well 
at the end of the same period 


Further, a poor response during treatment by radiotherapy might well 
influence a decision as to the advisability of treatment by radical surgery. 
Such a decision would thus be made at an earlier date—greatly, perhaps, 
to the patient’s advantage. 


The presence of malignant cells demonstrated by smear preparations 
made at routine follow-up visits after the completion of treatment by radio- 
therapy would be a grave indication that such treatment was unlikely to 
have been successful. Similarly, a positive finding of the presence of cancer 
cells following surgical removal would indicate a failure to eradicate the 
disease. A positive smear discovered in such a patient following repeated 
negative findings would show that the tumour had begun to grow again. 
Thus, the cytological method of investigation employed in this manner, 
by demonstrating the presence or appearance of cancer cells, enables the 
recognition of a recurrence of the growth long before clinical evidence is 
available. Such an examination must be an essential part of every routine 
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visit in the follow-up of every case of treated cancer of the uterus. This has 
been our practice at St. Thomas’s Hospital during recent years and some 
extremely interesting and confusing findings have been obtained. Cancer 
cells have often been observed to be present on the first two or three visits, 
usually made at intervals of about two months following treatment, and to 
have disappeared subsequently. Therefore, in the absence of additional and 
clinical evidence no action has been taken. Should, however, the presence 
of these cells continue, or whenever, after an interval during which repeated 
examination has resulted in a negative finding, the cells make their re- 
appearance, the patient is admitted for a more searching examination under 
anzsthesia. This is done in order to obtain confirmatory evidence of the 
presence of malignant tissue within the cervix or uterus or vagina and also 
to decide upon further treatment. 

Following radiotherapy a tumour originally assessed as stage II or even 
stage III has been noticed to undergo so great an improvement as to revert 
to stage I type in which all evidence of extra-cervical spread has dis- 
appeared. In such a case the smear technique has occasionally demonstrated 
the repeated presence of malignant cells. When this has happened, and 
when the patient has been a suitable subject for operation, hysterectomy 
has been performed. On three occasions in cases treated with radium a 
prolonged search has failed to demonstrate any site within the uterus 
which was the source of the cancer cells seen on cytological examination. 
In these three cases, however, a dissection was made of the cellular tissue 
of the pelvic walls with a view to removal of the lymphatic glands and 
channels. Examination of the lymphatic glands showed some sign of involve- 
ment with malignant growth in two of the three cases. 


CARCINOMA OF THE BODY OF THE UTERUS 

It is general experience that the cytological diagnosis of carcinoma of the 
body of the uterus is not so accurate as that of the cervix. In Britain, 
Wachtel and Plester (1952), however, reported finding five unsuspected 
cases of this condition in smears from nearly 2000 patients examined. The 
variable types of malignant cells present a picture more difficult of accurate 
interpretation. A more satisfactory specimen for examination is obtained 
by means of aspiration directly from the endometrial cavity. 


SUMMARY 

(1) The accuracy of vaginal cytology is not 100 per cent. No-one in fact 
ever made this claim, nor would anyone seriously consider such perfection 
possible from any technical investigation. 

(2) Its inaccuracy, however, is very small indeed in the matter of detection 
and diagnosis of carcinoma of the cervix. 

(3) The likelihood of a false negative is small when investigation of a 
suspected case is made by biopsy. It is smaller when investigation is made 
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by the smear technique, but it is smallest when both methods are employed 
concurrently. 

(4) The value of the cervical smear is undoubtedly greatest in the detection 
of malignant cells in cases of pre-invasive, or stage O cancer. In this respect 
its accuracy exceeds previously accepted methods of investigation. 

(5) Its use is indicated when there exists the slightest suspicion of symptom 
or sign of early malignant disease of the cervix, not as a substitute for, 
but as an addition to, all other methods of investigation. 

(6) The cervical smear may be employed as a routine investigation prior 
to any operation involving removal of the uterus or repair of the pelvic floor. 

(7) The cervical smear should be made at the time of changing a ring 
pessary and as a routine. 

(8) Smear preparations made following treatment of cancer of the cervix 
by radiotherapy may give useful guidance as to the response to such treat- 
ment. In the event of a poor reaction consideration may be given to the 
advisability of attempting radical surgery. 

(9) The cervical smear preparation should be made as a routine at every 
follow-up visit of every patient following any form of treatment for cancer 
of the cervix. 
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INFECTIONS IN CHILDHOOD IN 
THE ANTIBIOTIC ERA 


By BERNARD SCHLESINGER, O.B.E., M.D., F.R.C.P. 
Senior Physician, The Hospital for Sick Children, Great Ormond Street; 
Physician, Children’s Department, University College Hospital 


MEDICAL treatment has undergone such amazing developments during the 
last twenty-five years that the young doctor of today has no conception 
how infections behaved in the past. This is particularly so in pediatrics 
where the prognosis has completely changed since the discovery of anti- 
biotics. It is interesting therefore to recall the problems which confronted the 
older physicians. 
rHE PRE-ANTIBIOTIC ERA 

Certain diseases were particularly dangerous, such as erysipelas and pem- 
phigus neonatorum; these have now vanished entirely. Others like pneu- 
monia ran a protracted course, often with the infection spreading from one 
lobe to another and ending with an empyema, requiring surgical drainage. 
Children with pyelitis were ill for weeks with high fever, and for long 
alkalis were the only treatment available until the advent of mandelic acid, 
which was more effective. Osteomyelitis was a dreaded disease involving 
months in a surgical ward. Extensive guttering operations with repeated 
painful dressings finally gave way to more conservative measures, but the 
results were far from satisfactory and deaths still occurred from generalized 
septicemia. Mastoiditis was a common event after otitis media and the 
infection could extend further, causing lateral sinus thrombosis, a very 
serious complication. Dysentery and typhoid fever ran a prolonged and 
debilitating course and deaths occurred. Cerebrospinal fever was a pre- 
carious disease, reacting in some instances to anti-meningococcal serum, 
but all the other forms of meningeal infection—pyogenic, influenzal or due 
to E. coli—almost invariably proved fatal. ‘Tuberculous meningitis and 
miliary tuberculosis inevitably took their toll, and patients with subacute 
bacterial endocarditis were bound to die. 

This then was the clinical picture of some of the important infections 
in the years before antibiotics were discovered. The discovery of penicillin 
and then streptomycin opened up a new era and enabled many further 
disorders to be controlled. 


CHOICE OF ANTIBIOTIC AND ROUTE OF ADMINISTRATION 
Experience has shown that sulphonamides, penicillin and the tetracyclines 
are the best for most of the common infections, leaving others in reserve 
when they fail. ‘Tuberculosis calls for streptomycin, isoniazid and possibly 
para-aminosalicylic acid (PAS). A combination of two antibiotics is often 
better than one, and sulphonamides and penicillin can also be given together. 

With due regard to the average child’s dread of injections it is usually 
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only necessary to give soluble penicillin intramuscularly for the first twenty- 
four to forty-eight hours, thereafter changing to some oral preparation, 
such as phenoxymethylpenicillin (penicillin V) or benzathine penicillin. 
When using penicillin, consideration for the child or the exigencies of 
general practice may influence the doctor in relying entirely on an oral 
penicillin. This is wrong in any severe acute condition, such as pneumonia, 
otitis media or even tonsillitis, and may not bring the disease rapidly under 
control. The most serious, such as osteomyelitis and subacute bacterial 
endocarditis, require intramuscular injections throughout. 

Sensitivity tests are a great help in deciding on the appropriate antibiotic, 
but treatment should obviously not be delayed until the information becomes 
available. In general practice, laboratories are not close at hand and it may 
take a little time before the results of these tests can be obtained. ‘Therefore, 
if penicillin with or without the addition of a sulphonamide fails to influence 
the infection rapidly, it would be wise to switch to tetracycline. During the 
influenza epidemic last year, with lung complications in children this often 
proved successful. 

Another useful combination is penicillin and streptomycin, both by in- 
jection. One is thought to enhance the effect of the other and the two 
antibiotics should cover a mixed flora, especially if one is E. coli. It is a 
desirable combination in infants, who are subject to coliform infections, and 
for neonates in maternity homes or obstetric hospitals it would be wrong to 
rely on penicillin alone, as such institutions are so liable to be troubled by 
pathogenic staphylococci which have become resistant to penicillin. 

Chloramphenicol has acquired a bad name because of its occasional 
adverse action on the hemopoietic system, and cases of fatal agranulocytosis 
have been reported. These have nearly always occurred in adults and the 
drug is relatively safe in childhood; nevertheless, if another antibiotic is 
equally effective, it should be used. Infants never come to any harm with 
chloramphenicol and it has been used profitably in scores of cases of 
gastroenteritis. In typhoid fever no other antibiotic can take its place, 
and young children with influenzal meningitis are more likely to recover 
quickly with chloramphenicol than with any other treatment. There is also 
some reason to believe that this antibiotic reaches the lungs in high con- 
centration, so it should be tried in desperate cases of pneumonia, if penicillin 
has failed. There is a preparation for intramuscular injection and if there 
is any doubt about oral absorption, the parenteral route should first be used. 
At one time chloramphenicol was thought to be of special value in whooping- 
cough. This theory has been exploded, but if pneumonia is a complication 
there is possibly a case for its choice. Whenever giving chloramphenicol, 
ten days should be the limit of one course, although it can safely be repeatéd 
after several days’ interval, a white cell count having been carried out 
meanwhile. 

There is a group of insoluble sulphonamides which are invaluable in 
bacillary dysentery. Succinylsulphathiazole or phthalylsulphathiazole are 
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the best, as they are practically unabsorbed; sulphaguanidine less so, as 
with the relatively high dosage required it may cause crystalluria. Since 
infantile diarrheea in England is only rarely the result of a dysenteric in- 
fection, these insoluble sulphonamides are likely to fail and are contra- 
indicated. Coliform organisms are now known to be responsible for many 
outbreaks of gastroenteritis. E. coli is most sensitive to chloramphenicol, 
tetracycline and neomycin. The disorder is therefore best treated with 
neomycin, which is not absorbed and acts only on the intestinal infection, 
combined with either of the other two antibiotics so as to control any 
associated systemic infection. 

Acute pyelitis is generally due to FE. coli, which quickly reacts to sulphon- 
amide. Sulphafurazole is a good choice, as it is the least toxic and very 
effective. Chronic urinary infections, often resulting from some congenital 
abnormality of the tract, are more troublesome to eradicate. Either the flora 
changes or the original organism becomes resistant to the antibiotic em- 
ployed. If a Proteus is grown, sulphonamide may no longer help and treat- 
ment must be changed to a short course of some other antibiotic, depending 
upon the sensitivity tests. The same is required if Pseudomonas pyocyanea 
appears. Often in desperation, when surgery is contraindicated or has not 
overcome the infection, recourse to an old-fashioned autogenous vaccine 
may prove successful. 

Monilia—thrush—either in the infant’s mouth or on the buttocks is 
quickly overcome by the application of nystatin, which has replaced the 
rather messy and astringent gentian violet. 

The lesser-known and newer antibiotics should be kept in reserve and only 
used when those we have been considering have failed. Erythromycin is 
especially valuable in staphylococcal infections which have become re- 
sistant, but has the disadvantage that the resistance may readily extend to 
this antibiotic as well. Novobiocin is in the same category; it is mainly useful 
against gram-positive cocci and H. influenza. Nitrofurantoin is an alternative 
in urinary infections when other measures are no longer successful. 


MISUSE OF ANTIBIOTICS 
There must obviously be a strong temptation to prescribe antibiotics in a 
child who is febrile and acutely ill, even though the diagnosis has not 
been established. This can lead the doctor into considerable trouble, 
especially in an abdominal case. An obscure appendicitis may be masked, 
for instance, so that surgery is not undertaken and the true nature of the 
disease only becomes apparent some weeks later with the appearance of a 
pelvic abscess. Equally reprehensible is to give antibiotics in hesitant 
dosage in suspected but unproven meningitis. This results in a half-treated 
case, from which bacteria can no longer be grown, and a basal block may 
well be the final irreversible complication. Insufficient dosage or too brief 
a period of therapy are mistakes which are often made. The essence of 
antibiotic treatment is to hit the infection hard at the onset, and the remarks 
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already made regarding parenteral versus oral administration of penicillin 
at first are pertinent in this respect. Half-hearted methods not only fail to 
bring the disease under control, but are quite likely to produce resistant 
strains. 

CONSIDERATION OF SPECIAL INFECTIONS 
Pneumonia.—This disease usually reacts dramatically, and within twenty- 
four hours the infection is well under control, but there are still cases 
which run a stormy course and may well prove fatal. Pneumonia during an 
influenzal epidemic is often complicated by an added staphylococcal infec- 
tion, which may finally produce multiple lung abscesses. These abscesses 
may sometimes burst into the pleural cavity, causing an empyema or a 
tension pyopneumothorax, the second requiring urgent relief with an 
indwelling rubber catheter. In both, aspiration of pus or sealed drainage will 
be necessary and antibiotics should be injected repeatedly into the pleural 
cavity and also be given systemically. 

In severe pneumonia auxiliary measures are also required, such as an 
oxygen tent, digoxin to combat cardiac failure, and sometimes cortisone to 
counteract adrenal failure. In feeble dyspneeic infants feeds may have to be 
given by a fine polythene nasal tube, left im situ for a few days. 

Meningitis.—Meningococcal meningitis is so susceptible to sulphonamides 
that oral therapy usually suffices, provided it is given in sufficient dosage 
to get through the blood-brain barrier and is continued until the infection is 
completely eradicated. Pneumococcal, streptococcal and staphylococcal 
meningitis are more difficult to treat, and collections of pus may easily 
become cut off in the subarachnoid and subdural spaces. It is therefore wise 
whenever a lumbar tap reveals purulent cerebrospinal fluid to inject 
immediately some penicillin intrathecally before proceeding to the intra- 
muscular route. These intrathecal injections may have to be repeated two 
or three times, if the infection does not appear to be responding and the 
temperature remains raised. Should a basal block arise, recourse may even 
be necessary to intraventricular injections through a burr hole in the skull. 

For influenzal and E. coli meningitis chloramphenicol is the best antibiotic. 

Osteomyelitis.—In older children penicillin in high dosage intramuscularly 
for three or four weeks usually suffices to bring the infection under control. 
Osteitis in infants, however, is less acute and more difficult to eradicate. The 
condition may last for many months or even years, healing in one bone 
but spreading from one part of the skeleton to another. After a while the 
organism may become resistant to penicillin and requires a change to some 
other antibiotic, such as tetracycline. Eventually the infection is overcome, 
but some simple form of burr hole bone drainage may have been necessary 
to allow the extrusion of pus or a sequestrum. 

Tuberculosis.—After the discovery of streptomycin, there was at last 
some means of treating miliary tuberculosis and tuberculous meningitis, 
which had previously always proved fatal. With this single antibiotic, 
however, meningitis was often complicated by the formation of 
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adhesions in the interpeduncular space and elsewhere, causing a block. 

Since isoniazid has become available the outlook has changed dramatically. 
Streptomycin is still given at the same time intramuscularly, and some add 
oral PAS as well. In many cases of tuberculous meningitis intrathecal 
therapy with streptomycin is no longer required but, if rapid improvement 
is not achieved, this route may have to be used for a time. The basis of good 
treatment, however, is to give an adequate dose of isoniazid by mouth. 
Children take this well, and 8 to 10 mg. per pound (17.5 to 20 mg. per kg.) 
daily in six-hourly divided doses should be adequate for younger children. 
In older ones even higher doses, up to 14 mg. per pound (30 mg. per kg.) 
daily may be required. Failure to realize this may result in a smouldering 
infection. In such circumstances stepping up the dose may still bring about 
the child’s recovery. If, on the other hand, a block has occurred, intra- 
ventricular therapy is an urgent matter, and cortisone by the same route and 
also intrathecally and systemically helps to get rid of the adhesions. 


PROPHYLACTIC USE OF ANTIBIOTICS 
Antibiotics have also their prophylactic value. In some premature baby 
units penicillin and streptomycin are injected for the first five days of life 
to prevent infection, which is so hazardous to these infants. In children’s 
wards or residential nurseries gastroenteritis can be a real menace, and 
when a case arises the other healthy children or infants can be given neo- 
mycin prophylactically to prevent the spread of this infectious disease. As a 
preliminary to gut operations phthalylsulphathiazole is useful in sterilizing 
the alimentary tract, thus avoiding the possible postoperative complication 
of peritonitis. Rheumatic children are now recommended to have oral 
penicillin daily up to puberty to overcome the risk of further hemolytic 
streptococcal throat infections, so liable to cause a relapse of rheumatic 
fever. Prolonged cortisone therapy is likely to mask common infections, 
which can become quite severe; it is therefore another indication for pro- 
phylactic penicillin. 
THE FUTURI 

Having reviewed the amazing contribution that antibiotics have made to 
medicine, it is perhaps salutary to think of the future. Already there is 
trouble through the resistance that a number of micro-organisms have 
attained, staphylococci having become a special problem in hospitals. So 
far there is generally another antibiotic which can be employed effectively, 
but a time may come when the different varieties are exhausted. By that 
time, full immunological reactions not having been called into play, the 
human race may find itself in a completely unprotected state. ‘There is 
something to be said for the patient being allowed to develop his own 
response to an infection which is not nipped in the bud by antibiotics, but 
the danger is that these responses may be overwhelmed in the process. For 
the moment therefore it seems wisest to cut them short by the proper use of 
chemotherapy. 





THE PROBLEM OF 
PHENYLKETONURIA 


By F. P. HUDSON, F.R.C.P.Ep., D.C.H. 
Pediatrician, Alder Hey Children’s Hospital, Liverpool 


PHENYLKETONURIA is one of those rare diseases that merit a small corner at 
the back of every practitioner’s mind, for its prompt recognition and treat- 
ment in a young baby may permit normal intellectual development instead 
of idiocy. It is a hereditary disorder, the basic defect being an inability to 
metabolize the amino-acid, phenylalanine. Most patients are idiots, but 
recently a few, in whom the diagnosis has been made very early in life, have 


been treated with a diet low in phenylalanine and the results have been most 
encouraging. 

rHE CLINICAL PICTURE 
The clinical features of this disorder can be illustrated by a brief description 
of some of the cases admitted to Alder Hey Hospital for treatment. 


(1) Hugh Arthur.—At the age of 24 years this boy was sent from a village in 
North Wales to a Liverpool hospital because the dermatitis which had troubled 
him for over a year was not responding to treatment. As he was thought to be 
‘spastic’ he was transferred to an orthopedic ward in Alder Hey Hospital. Examina- 
tion then showed a fair-haired boy who was unable to raise his head from the pillow, 
who took no interest in his surroundings, and who would not grasp objects offered 
to him. His head circumference was a little small, his leg muscles were rather stiff, 
and his knee and ankle jerks very brisk. He was severely retarded and unable to 
reach the standards of a six-month-old baby. Examination of his blood and urine 
gave the diagnosis of phenylketonuria, and he became, in 1954, the first patient in 
Liverpool to be given a low-phenylalanine diet. This was continued for nearly three 
years but his intellectual and physical attainments remained very low. 

In his sixth year of life he could sit unaided but was unable to walk or talk and he 
took practically no interest in anything or anyone. He was usually quiet and spent 
hours seemingly in a world of his own repeating stereotyped movements and staring 
at his fingers. Although the biochemical effects of the metabolic defect in this child 
were corrected by the diet, his brain had already been so severely damaged that 
intellectual recovery was impossible 

This boy is typical of the majority of phenylketonurics, more than half 
of whom have an intelligence quotient of less than 20 (Jervis, 1954). ‘The 
hair is usually blonde due to secondary interference with tyrosine meta- 
bolism (it darkens during treatment). The limbs are often a little spastic and 
ability to walk and talk is seriously delayed or never acquired. A dry 
intractable eczema is present in 25 per cent. and this responds to dietary 
treatment. ‘The majority drift into institutions for the mentally defective. 

(2) Barbara.—When four years old Barbara was admitted to Alder Hey Hospital 
because cf a severe convulsion associated with a respiratory infection. She could 
walk and say a few words but her feeding habits were messy and she was in- 
continent. She was difficult to manage, being excessively active, destructive, and 


aggressive. She would scream loudly and pinch and smack other children in the ward. 
The nursing staff looked forward to her discharge. At the age of four years and three 
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months the Terman Merrill Test gave her a mental age of two years (I.Q., 47). 
A few weeks after she started treatment with a low-phenylalanine diet her parents 
and the nursing staff commented on an improvement in her behaviour. She is now 
an attractive and friendly child, less distractable, more amenable and with a limited 
but interesting patter of conversation. She cannot read or recognize letters but she is 
clean in her habits. After receiving treatment for over a year her I.Q. has remained 
about 50 but the improvement in her general demeanour fully justifies the difficulty 
and expense of continuing, and no-one who has seen her before and since treatment 
would contemplate allowing her to return to a normal diet. 


This curious behavioural improvement, which cannot be documented by 
present psychological tests, has been observed by others (Meyer et al., 
1958; Berry et al., 1958), and is the reason why parents of the patients are 
often unwilling for treatment to be stopped even when it is obvious that real 
improvement in intelligence cannot be expected. Under treatment the 
children become less irritable and tense, their attention span is lengthened, 
making them easier to entertain, and their manual dexterity and balance are 
improved. No doubt the increased attention devoted to these children does 
something to improve their behaviour but similar changes have been seen 
in patients receiving the diet but not in a comparable group having a normal 
diet, though receiving similar care and attention (Hsia et al., 1958). 
Epileptic fits, and changes in the electroencephalogram, are found in many, 
and may be a presenting symptom even in a very young infant. 

(3) Brenda.—This is Barbara’s sister and she was under observation from birth. 
Blood taken on the ninth day of life showed a significant rise in the serum phenyl- 
alanine level and treatment was started on the eleventh day. Her progress was 
delayed a little by gastroenteritis at eight months, and this was followed by anemia, 
the result of inadvertent omission of vitamins when she was temporarily in another 
hospital. At the age of nine months she could sit unaided and shortly after her 
first birthday she would crawl across the floor to retrieve a toy. She is happy, 
responsive and friendly and there is every reason to believe that she will be able to 
attend a normal school when the time comes. 

Evidence is growing from other reports (Brimblecombe et al., 1959; 
Horner and Streamer, 1956) that early treatment, and only early treatment, 
offers the hope of normal intellectual and physical development. When 
treatment is started very early, as with Brenda, it is impossible to say what 
level the child would have attained if left alone but to wait for signs of 
intellectual impairment is, of course, quite unjustified for less than one 
phenylketonuric in a hundred is likely to reach an I.Q. of even 70. 

(4) Stanley.—At the age of eight months he was referred to an ophthalmologist 
as he was thought to be blind; eight months later a pediatrician was asked to assess 
his mental state and the diagnosis was made. Three years of treatment have been 


unfruitful but his mother insists that we continue. He could not walk until he was 
four and his developmental quotient has remained below 20. 


This boy was born early in 1955, when interest in the treatment of phenyl- 
ketonuria was only just being awakened (Woolf et al., 1955), though the 
first experimental diet had been administered three years earlier (Bickel 
et al., 1954). Today any infant who might be a little slow to take interest 
(‘Do you think he can see properly, doctor?”) should be tested at once for 
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phenylketonuria. Knowledge of the disease in Stanley, however, enabled the 
diagnosis to be made in his brother in time for effective treatment. The only 
way to spot the first case in a family at a really early age is to test all infants 
at the age of about six weeks. As only about one baby in 25,000 will be 
affected this task presents many difficulties, but it is already being tackled in 
Birmingham, Cardiff and Liverpool, and probably elsewhere as well. 

(5) Anthony.—This is Stanley’s brother and the diagnosis in his case was made 
on the thirty-third day of life. At the age of two his developmental quotient was 84, 


even though his diet while at home was not always as strict as it should have been. 
There is every chance that he will be able to attend a normal school. 


THE DIAGNOSIS 

The diagnosis can be made quickly and with certainty by finding phenyl- 
pyruvic acid in the urine or a high level of phenylalanine in the blood. The 
normal serum phenylalanine is less than 2 mg. per 100 ml.; in the phenyl- 
ketonuric it is usually more than 20 mg. per 100 ml. and there is seldom any 
half-way state of uncertainty. The serum estimation is essential to confirm 
the diagnosis after finding an abnormal urine test, and is the only way to 
make the diagnosis in the neonatal period before phenylpyruvic acid 
appears in the urine. Unfortunately it is not suitable for routine use or for 
mass surveys. The abnormal breakdown of phenylalanine in these patients 
results in the excretion of phenylpyruvic acid in the urine: this can be 
detected with ease and it is not present in any other condition, although 
hydroxyphenylpyruvic acid and other substances may give similar colour 
changes with the tests usually employed (Gibbs and Woolf, 1959). 

The standard test is to add a few drops of a 5 per cent. ferric chloride solution to a 
fresh sample of urine when, in the presence of phenylpyruvic acid, a deep olive 
green colour will appear within a minute and fade again in half an hour. 

The need for very early diagnosis and indeed for routine testing of all babies 
has already been emphasized, but collection of urine samples is difficult. 

‘Phenistix’ has gone a long way to solving this problem. The ‘phenistix’ 
test employs a paper strip, similar to the well-known ‘albustix’ which gives 
a well-defined colour change in the presence of phenylpyruvic acid. The test 
strip can be dipped in a small drop of urine such as may pool in the cot or 
on the floor when the baby is being examined or it may be pressed firmly 
on a recently wet napkin. A false positive result is rare and will not be harm- 
ful because any colour change found with ‘phenistix’ calls for further bio- 
chemical investigation to confirm the diagnosis. The apparent simplicity of 
this test is a little misleading for a false negative may be recorded unless the 
snags are known. The urine or the soaking napkin must be fresh; a ‘positive’ 
napkin will only give a very weak response after two hours, and urine will 
lose its potency after forty-eight hours though remaining positive for a 
month if stored at —10°C. If the test strip is left in the urine for too long 
or is pressed too firmly on the napkin the colour will pass into the urine or on 
to the napkin and will be missed by the untrained observer. The colour 
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change obtained with ‘phenistix’ fades within half an hour so it is useless to 
place the test strip in the napkin hoping to read the result when the baby is 
next changed. A piece of filter paper, however, can be placed in the napkin 
and if this is subsequently dried in the air it may be moistened again and 
tested when convenient, for it will keep its potency for a month at room 
temperature. 
THE TREATMENT 

The essence of treatment is to reduce the intake of phenylalanine but, as this 
amino-acid is present in all the protein we eat, the problems are enormous. 
The problem has been simplified by the production of a casein hydrolysate 
mixture with a reduced phenylalanine content (‘cymogran’, Allen and 
Hanburys; ‘minafen’, Trufood Ltd.). This supplies all the essential protein 
apart from phenylalanine. The taste is appalling, but infants accept it quite 
well. For older children it may be mixed with vegetables or fruit, or partially 
disguised in a drink of fruit juice or Marmite. Some protein foods, such as 
milk or potato, are given in strictly limited quantity to raise the daily phenyl- 
alanine intake to 10 to 25 mg. per kg. body weight per day. A three-month- 
old baby might be allowed 4 ounces (115 ml.) of milk a day, whilst 6 ounces 
(170 ml.) might send the serum phenylalanine to a dangerously high level. 
Most vegetables, other than potato, can be taken in unlimited amount, bread 
and biscuits are made with wheat starch, whilst sago and cornflour form 
the basis of puddings. Glucose drinks and glucose sweets help to raise the 
calorie intake. It is essential to check the effect of the diet by frequent serum 
phenylalanine estimations; absence of phenylpyruvic acid from the urine 
is not a sufficient control. Adequate vitamins must be given, a special tablet 
made by Paines and Byrne is available for use with this diet. 

When so many normal foods are restricted and a healthy appetite cannot 
be relied on to ensure an adequate intake close observation becomes essential, 
and great cooperation and understanding are demanded from the parents. 
The emotional problems that face a toddler and the young school child 
who must be denied access to all meat, fish, milk and chocolates are great 
indeed. Among other problems is that of the cost—about twenty shillings a 
day. ‘Cymogran’ and ‘n.inafen’ may be prescribed on E.C.10 for phenyl- 
ketonurics. It is to be hoped that the mature brain will prove to be more 
tolerant of a normal diet so that restrictions may be lifted when the child is 
older but the outcome of prolonged treatment is still awaited. 
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THE USE OF METHYLPENTYNOL 
CARBAMATE IN A GERIATRIC UNIT 


By A. E. GIBBS, M.B., B.Cu. 
Assistant Physician, Walnuttree Hospital, Sudbury, Suffolk 


THE safety factor of methylpentynol carbamate (‘oblivon-C’) in children 
and in young adults is well documented, and its use in massive doses for 
short periods in labour has also been described. Because of its safety it was 
introduced into the geriatric unit under my care for use in the mentally 
confused patient. 


SCOPE OF INVESTIGATION 

A total of 87 patients were included in the trial and they were divided 
into groups. Each of these groups received, in turn, methylpentynol carba- 
mate and preparations which were identical in appearance but which con- 
tained no methylpentynol carbamate. Thus every patient at some time 
acted as his own control. In order to avoid interfering with the routine 
work of the geriatric unit, it was necessary to carry out the trial in fairly 
small groups at intervals over a number of months. 

In all cases, the patients did not know whether they were on the active 
or the inert form of the preparation. The results were assessed by discussions 
between the head nurse of each ward, the assistant matron and myself. I 
myself was aware of the nature of the preparation which each patient was 
receiving so that the dose of the active tablets could be adjusted to suit each 
individual patient. Such adjustment was found necessary as the range of 
dosage required was found to be very wide. Most patients received a dosage 
of 400 to 600 mg. daily, but one elderly patient of g1 years received 2,500 
mg. daily with no ill effect other than a little drowsiness. In the case of 
some patients who required a considerably higher dose than the average it 
was sometimes found to be more convenient to administer the drug in the 
form of an elixir which was specially made for me by the manufacturers 
who also supplied me with a few suppositories for use in those patients who 
refused to take anything by mouth. Using suppositories I found that results 
were slower in appearing although they were good in five out of the six cases. 


RESULTS 

Of the 87 patients who took part in the trial, 59 (67.8 per cent.) were classed 
as ‘successful’ in that their confusion and anxiety were alleviated. There were 
three patients who, for one reason or another, did not receive inert prepara- 
tions. One of these was a very frail old man who was in a state of considerable 
confusion and died soon after admission. The other two were transferred to 
other hospitals to receive treatment for which they had become fit but which 
was not available to them here. Of the 84 who received inert preparations, 
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change obtained with ‘phenistix’ fades within half an hour so it is useless to 
place the test strip in the napkin hoping to read the result when the baby is 
next changed. A piece of filter paper, however, can be placed in the napkin 
and if this is subsequently dried in the air it may be moistened again and 
tested when convenient, for it will keep its potency for a month at room 
temperature. 
THE TREATMENT 

The essence of treatment is to reduce the intake of phenylalanine but, as this 
amino-acid is present in all the protein we eat, the problems are enormous. 
The problem has been simplified by the production of a casein hydrolysate 
mixture with a reduced phenylalanine content (‘cymogran’, Allen and 
Hanburys; ‘minafen’, Trufood Ltd.). This supplies all the essential protein 
apart from phenylalanine. The taste is appalling, but infants accept it quite 
well. For older children it may be mixed with vegetables or fruit, or partially 
disguised in a drink of fruit juice or Marmite. Some protein foods, such as 
milk or potato, are given in strictly limited quantity to raise the daily phenyl- 
alanine intake to 10 to 25 mg. per kg. body weight per day. A three-month- 
old baby might be allowed 4 ounces (115 ml.) of milk a day, whilst 6 ounces 
(170 ml.) might send the serum phenylalanine to a dangerously high level. 
Most vegetables, other than potato, can be taken in unlimited amount, bread 
and biscuits are made with wheat starch, whilst sago and cornflour form 
the basis of puddings. Glucose drinks and glucose sweets help to raise the 
calorie intake. It is essential to check the effect of the diet by frequent serum 
phenylalanine estimations; absence of phenylpyruvic acid from the urine 
is not a sufficient control. Adequate vitamins must be given, a special tablet 
made by Paines and Byrne is available for use with this diet. 

When so many normal foods are restricted and a healthy appetite cannot 
be relied on to ensure an adequate intake close observation becomes essential, 
and great cooperation and understanding are demanded from the parents. 
The emotional problems that face a toddler and the young school child 
who must be denied access to all meat, fish, milk and chocolates are great 
indeed. Among other problems is that of the cost—about twenty shillings a 
day. ‘Cymogran’ and ‘minafen’ may be prescribed on E.C.10 for phenyl- 
ketonurics. It is to be hoped that the mature brain will prove to be more 
tolerant of a normal diet so that restrictions may be lifted when the child is 
older but the outcome of prolonged treatment is still awaited. 
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THE USE OF METHYLPENTYNOL 
CARBAMATE IN A GERIATRIC UNIT 


By A. E. GIBBS, M.B., B.Cu. 
Assistant Physician, Walnuttree Hospital, Sudbury, Suffolk 


Tue safety factor of methylpentynol carbamate (‘oblivon-C’) in children 
and in young adults is well documented, and its use in massive doses for 
short periods in labour has also been described. Because of its safety it was 
introduced into the geriatric unit under my care for use in the mentally 
confused patient. 
SCOPE OF INVESTIGATION 

A total of 87 patients were included in the trial and they were divided 
into groups. Each of these groups received, in turn, methylpentynol carba- 
mate and preparations which were identical in appearance but which con- 
tained no methylpentynol carbamate. Thus every patient at some time 
acted as his own control. In order to avoid interfering with the routine 
work of the geriatric unit, it was necessary to carry out the trial in fairly 


small groups at intervals over a number of months. 

In all cases, the patients did not know whether they were on the active 
or the inert form of the preparation. The results were assessed by discussions 
between the head nurse of each ward, the assistant matron and myself. I 
myself was aware of the nature of the preparation which each patient was 


receiving so that the dose of the active tablets could be adjusted to suit each 
individual patient. Such adjustment was found necessary as the range of 
dosage required was found to be very wide. Most patients received a dosage 
of 400 to 600 mg. daily, but one elderly patient of g1 years received 2,500 
mg. daily with no ill effect other than a little drowsiness. In the case of 
some patients who required a considerably higher dose than the average it 
was sometimes found to be more convenient to administer the drug in the 
form of an elixir which was specially made for me by the manufacturers 
who also supplied me with a few suppositories for use in those patients who 
refused to take anything by mouth. Using suppositories I found that results 
were slower in appearing although they were good in five out of the six cases. 


RESULTS 

Of the 87 patients who took part in the trial, 59 (67.8 per cent.) were classed 
as ‘successful’ in that their confusion and anxiety were alleviated. There were 
three patients who, for one reason or another, did not receive inert prepara- 
tions. One of these was a very frail old man who was in a state of considerable 
confusion and died soon after admission. The other two were transferred to 
other hospitals to receive treatment for which they had become fit but which 
was not available to them here. Of the 84 who received inert preparations, 
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19 (22.6 per cent.) improved. This latter number may be regarded as 
improvement attributed to the nursing and general attention received in 
the unit. The balance of 45.2 per cent. represents the improvement in the 
therapeutic efficiency of the unit which is attributable to the use of methyl- 
pentynol carbamate. Indeed, there were five patients who were saved from 
being sent to a mental hospital, such was their state of mind, by the 
administration of methylpentynol carbamate. 

Toxic and side-effects.—In no case was there any evidence of liver or renal 
damage, nor was there any suggestion of bone-marrow depression. Three 
patients became more aggressive while on the drug, six became somewhat 
drowsy, six had diarrhea and two complained of sweating. The latter two 
symptoms disappeared when the drug was withheld and they are therefore 
attributed to methylpentynol carbamate although they are not serious and 
are not common, according to the manufacturers. Drowsiness, of course, is 
unwelcome in a geriatric unit. A further point which should be mentioned 
is that in five patients a mild but perceptible drop in blood pressure was 
noticed but only when the patients were receiving a high daily dosage of the 
drug. 

CONCLUSION 
At different times and quite spontaneously one relative, one nurse and one 
patient all told me that the wards were more peaceful since the drug was 
being used. This trial was intended to demonstrate the safety of methyl- 
pentynol carbamate in the confusion of the elderly, and the degree of success 
obtained has been such that neither the nursing staff nor myself would like 
to try and run the wards without it. 

It has proved to be a safe tranquillizer in the elderly although difficulty 
may be experienced in getting the patients to take a sufficient number of 
tablets, and an adequate dose may result in some drowsiness. 

There is a definite place in geriatrics for methylpentynol carbamate, 

especially when one considers the serious nature of the side-effects which 
may occur with certain other tranquillizers. On the other hand, it is not a 
substitute for proper investigation of the patient. Perhaps its main value is 
in enabling the elderly patient to become more manageable while he or she 
is being investigated. 
My thanks are due to Dr. C. P. Hay for permission to undertake the trial. I am 
indebted to British Schering Limited for generous supplies of ‘oblivon-C’ and 
inert preparations. I am also most grateful for the help of Sisters H. Durrant and 
W. E. Flint for their valuable assistance on the wards. 





SEDATION IN GERIATRICS USING 
METHYLPENTYNOL CARBAMATE 


By P. R. WYKES, M.B., B.S. 
Senior House Officer, St. Benedict’s Hospital, London, S.W.17 


ELDERLY people often become agitated and disorientated, particularly when 
they are removed from their customary environment, and therefore present 
a common problem in the practice of geriatrics. They are difficult to nurse, 
disturbing to their fellow-patients, distressing to visiting relatives and 
friends, and may, on occasion, be dangerous to themselves. Sedation is 
necessary to prevent them from attempting to climb out of bed when the 
nurse is not in attendance, to control excessive noise, to prevent bed- 
stripping and to counter such habits as coprophagy. 

Following observations of striking improvement in several cases with 
methylpentynol carbamate (‘oblivon-C’), it was decided to conduct a clinical 
trial in order to evaluate the usefulness of the drug in this type of patient. 


METHOD 
Out of 124 patients in the age-group, 70-92 years, there were 21 in whom 
sedation was considered necessary. They were observed for four consecutive 
periods of fourteen days during which treatment was given as follows :— 


(1) Methylpentynol carbamate 

(2) Inactive tablets of identical appearance 

(3) Methylpentynol carbamate 

(4) Observation during which no sedation at all was given. 

Thus, each patient was his own ‘control’. 

Alteration in behaviour was observed independently by the nursing and 
medical staff, one doctor being aware of the nature of the tablet and adjusting 
the dosage when necessary to produce the optimum effect in each patient. 
The dosage varied from 4 tablets (400 mg.) to 18 tablets (1,800 mg.) per 
twenty-four hours, in doses given at six- to eight-hourly intervals. It was 
found that dosage was essentially individual, a satisfactory dose in one 
patient being either ineffective or unnecessarily large in another. 


RESULTS 
As shown in fig. 1, the response to methylpentynol carbamate was :— 
Grade 1. Very good improvement _1o per cent. 
Grade 2. Good improvement 24 per cent. 
Grade 3. Moderate improvement 45 per cent. 
Grade 4. No change 16 per cent. 
Grade 5. Worse 5 per cent. 
The response to ‘blank’ tablets of identical appearance to the active tablet 
showed little sedative effect. 
During this survey no respiratory depression was produced and no side- 
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effects or toxic reactions were encountered other than a mildly increased 
tendency to blaspheme on the part of one vigorous old lady. There was no 
drowsiness, depression, alimentary disturbance, blood dyscrasia or evidence 
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Fic. 1.—Results obtained from the use of methylpentynol carbamate in 21 elderly patients. 


of impaired hepatic or renal function. No withdrawal symptoms appeared. 

As a result of this trial we consider exhibition of this drug to be worth 
while in most cases of agitated senility before resorting to other sedatives 
which are more powerful and, incidentally, more toxic. 


SUMMARY 
A controlled clinical trial has been conducted to assess the value of methyl- 
pentynol carbamate as a sedative in the agitated senile patient. It has been 
shown to be a safe and effective drug when given in adequate dosage. 


I wish to thank Dr. J. C. Firth for providing facilities for the investigation and for 
permission to publish the results, to Dr. T. Bewley for his assistance and advice, 
and the nursing staff of St. Benedict’s Hospital for their cooperation. I am indebted 
to Mr. T. Addey and Mr. D. Watson for their assistance, and to British Schering 
Limited for providing the ‘blank’ tablets. 





ACUTE POISONING 
4 SURVEY OF 516 CASES 


By GORDON CUMMING, M.B., Pu.D., A.R.I.C. 


Assistant Resident Medical Officer, General Hospital, Birmingham 


[HE presentation in a busy casualty department of patients who have 
ingested toxic materials either by accident or design is not uncommon. 
There is an extensive literature describing individual poisons, but the 
reporting of large series of mixed poisons seems to be relatively uncommon. 
I had the opportunity of studying 516 cases of acute poisoning over one 
vear, and the results of this study are reported in this article. 


SCOPE O}] INVESTIGATION 

\ll patients presenting in the casualty department of the General Hospital, 
Birmingham, either of their own volition, from the emergency ambulance 
service or on referral from their own practitioner, and who had ingested 
or inhaled some toxic substance were included in the series. On admission, 
clinical assessment was made and emergency treatment carried out. Inquiry 
was then made into the type and mode of poisoning, and into the previous 
psychiatric history. ‘The 516 cases seen gives a daily average of 1.4 and 
since, during the year, 64,878 new cases were seen in the department, an 
over-all incidence of 0.8 per cent 

The results have been analysed in five main groups as follows: 

(1) Total incidence over the vear 

(2) Incidence by age-group and sex 

(3) Incidence of individual poisons 

(4) Treatment of individual poisons 

(5) Disposal of cases 

rOTAL INCIDENCI 

This is shown in table 1. ‘The large incidence in July is contributed to by 
two unusual incidents: an outbreak of food poisoning in a local factory 








July \ug sept 


| 
33 | 





and the explosion of a cylinder of methyl bromide in a fitter’s shop. Statis- 
tical analysis shows that the values for June and July are significantly 
increased, even discounting the food poisoning (P oo1). An attempt 
to find significant relationship to days of the week, public holidays, or 
any other notable public events was unsuccessful. 
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INCIDENCE BY AGE AND SEX 
As can be seen in table II, in the group of under-fives there is a greater 
number of boys, which is perhaps to be expected, as is the low incidence 
in both sexes from 5 to 15 years. ‘The greater incidence in women over 70 


is probably a reflection of the larger number of women in the population. 


An analysis of variance on this data shows no significant difference in 
incidence between the sexes, but a significant increase in incidence in the 





Age-group 
40 
Males 5 ) 5 , 16 


Females 52 ; ; 35 34 27 I 18 


Total 17 2 7 < 3 34 





rasB_e I1.—Sex and age incidence of acute poisoning 


age-groups, 15 to 30 years, with a significant reduction in incidence over. 
the age of 55. Further analysis shows that the increased incidence in the 
earlier age-groups is contributed to almost exclusively by the females. 
The lesser incidence in the older age-groups is not significantly different 
between the sexes. An analysis of incidence according to marital status 
gave insignificant results. 


INCIDENCE OF INDIVIDUAL POISONS 
The poisons encountered have been divided into seven groups as follows: 
aspirin (A), barbiturate (B), coal gas (C), household (H), industrial (1), 
food (F), and other (O), and these groups are represented in table III by 
their initial letter. 

The distinction between ‘household’ and ‘other’ was made as follows. The former 
are accessible to children in most households and include, for instance, paraffin, 
cleaning fluids, nail-varnish remover, and detergents. The latter consist mostly of 
drugs which should normally not be accessible to children, and include, for instance, 
ferrous sulphate, cough mixtures, and hypotensive drugs 

Table III shows the frequency of occurrence of the various poisons 
between children and adults. The incidence of aspirin poisoning in children 





Patients Total 


Children 2 5 re 5 135 
Adult males 2 31 21 27 18s 
Adult females } > 33 5 3 7 196 


All adults ) 7 15 2 2: 381 








Total ) C 22 25 516 





ABLE IIT Incidence of acute poisoning according to actual poison ingested 


is strikingly high and reflects the palatability of ‘junior aspirin’ and its ready 
accessibility. High incidence in the household and ‘other’ groups is also 
noted, the etiological factor being accessibility. Conversely, the very low 
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incidence of barbiturate overdose in children probably indicates a different 
attitude on the part of parents to the accessibility of these tablets. 

An analysis of variance on this data shows that the difference in total 
incidence of the three groups—children, adult males, and adult females— 
is not significant. The difference in total incidence for each poison is not 
significant, with the exception of the low values in the industrial, household, 
and food groups. 

If the results are analysed in adults only, the incidence in the barbiturate 
group is significantly raised. The 95 per cent. confidence limits are 30.4 to 
78.4. The household, industrial, and food groups are all low values. 

Distribution of poisons in the sexes.—Despite the largely industrial occupa- 
tion of this population the incidence of poisoning with materials of industrial 
origin is small, and confined almost exclusively to men. Perhaps surprisingly, 
this sex also consumes the bulk of common household poisons. More 
women ingested aspirin than did men, but analysis showed this to be 
non-significant. 

Mixtures of poisons.—Eleven patients presented having ingested two 
poisons, and one patient having ingested three. For the purposes of classi- 
fication they were included in the group with predominant effect. ‘The 
use of more than one poison is relatively uncommon. No children were 
in this group, five were men and six were women. Barbiturates were used 
in eight of the cases, industrial and food poisoning were not represented, 
the remainder being distributed about equally between the groups. The 
case of triple poisoning took aspirin, barbiturate, and cough mixture. 


TREATMENT 
Treatment varied with the clinical condition on admission, and this has 
been divided into three grades: 
Grade 1.—Where there was prima facie evidence of ingestion or inhalation of 
poison, but without symptoms: 260 cases 


Grade 2.—As above but with some symptoms, the commonest being nausea and 
vomiting: I22 Cases 


Grade 3.—Where there was a disturbance of consciousness, from being drowsy 
to deep coma: 134 cases 

The first principle of treatment was that gastric lavage should be used 
in any case in which there was reasonable suspicion that recent ingestion 
of a toxic substance had occurred. The criterion for deciding what is 
recent presents some difficulty, but four to six hours was considered reason- 
able, and in cases of doubt lavage was performed. Lavage or stomach wash 
out (S.W.O.) was carried out with about 8 litres of warm water using 
a wide-bore stomach tube: 246 of the cases were so treated (48 per cent.); 
a further 115 cases (22 per cent.) either had food poisoning or coal-gas 
poisoning where lavage was not indicated. The wash-out rate in the appro- 
priate group was thus 61.5 per cent. 

The subsequent treatment varied with the clinical condition as shown in 
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table IV. The drugs referred to in columns 3 and 4 were principally oxygen, 
bemegride and amiphenazole. The group receiving drugs alone consisted 
principally of cases of coal-gas poisoning who received treatment with 


oxygen. Patients without symptoms generally received no drug treatment, 
the ones shown as so doing either had oxygen or a saline cathartic. The 
small numbers of drug treatments in group 2 are similarly explained. In 
the third group, with disturbance of consciousness, 25 patients received no 
treatment. These were mainly patients who had disturbed consciousness 
from coal-gas poisoning, but who had recovered in the ambulance to such 
an extent as not to require oxygen, which would have placed them in the 
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124 
56 
41 


516 








e IN Analysis of treatment of cases of acute poisoning 


‘drugs only’ group. The small size of this latter group indicates the in- 
frequency with which patients with coal-gas poisoning arrive in hospital 
with disturbed consciousness. It is interesting to note at this point that 
coal gas is responsible for the largest number of successful suicides in 
Birmingham (H.M. Coroner) and thus seems to follow an all-or-none law, 
since in no case seen in hospital was there a fatal outcome, the majority 
having already recovered on arrival. 

Group 3 cases generally received gastric lavage, and even in cases of 
deep coma subsequent aspiration pneumonia was not observed. Prophylaxis 
with antibacterial drugs was administered routinely in this group. 


rREATMENT OF BARBITURATE INTOXICATION 
Drug treatment for barbiturate overdose was required in 42 per cent. of 
the group. The indication for the administration of this treatment was 
deep coma with lack of response to noxious stimuli, or complete areflexia, 
or both. 

After lavage, where indicated, intravenous injections of bemegride and 
amiphenazole were given simultaneously from two syringes in the ratio of 
10 volumes of bemegride to one of amiphenazole. ‘The amount administered 
was iudged to be sufficient either when consciousness returned, or when 
the restored reflexes became hyperexcitable, with or without minor muscle 
twitching. In no case did this treatment fail to produce an improved level 
of consciousness. It was sometimes observed that consciousness was again 
lost following its complete restoration, necessitating further intravenous 
therapy. This phenomenon was more often seen with phenobarbitone 
than with the shorter-acting barbiturates and seems to be due to a quantity 
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of drug having passed the pylorus, without having been fully absorbed at 
the time of the initial treatment, subsequent absorption causing a return 
of intoxication. This mechanism is hypothetical; no proof has been adduced 
for its validity. The volume of drug used varied from 20 to 200 mi. 


TREATMENT Ol ASPIRIN INTOXICATION 

Unlike the barbiturates, aspirin has no specific antidote, and treatment 1s 
therefore less satisfactory. Aspirin is often consumed in large doses of 20 
to 30 g. and is absorbed quickly. The specific agent in intoxication is the 
salicylate ion, and this produces the clinical picture of disturbed acid-base 
balance, bleeding tendencies, brain damage, renal changes and gastric 
ulceration. 

The most prominent clinical feature in a patient with severe salicylate 
intoxication is the gross over-ventilation at a normal respiratory rate. 

This hyperpnaa may be due to the blood pH changes seen in the terminal 
metabolic disturbance. More commonly, when the patient is seen within a few hours 
of ingestion there is rarely any metabolic acidosis. Determination of pH and plasma 
bicarbonate shows that the latter is low, but the former is rarely low, and may 
actually be greater than 7.4. The hyperventilation at this stage is caused by a specific 
pharmacological action of salicylate on the nervous mechanism of respiration 
Treatment at this stage with parenteral alkalis merely aggravates the pH disturbance 

With the passage of time, and in the presence of functional renal tissue, loss of 
fixed base occurs as the salicylate is excreted and metabolic acidosis is superimposed 
on the primary respiratory alkalosis. This effect is augmented by a disturbance in 
cellular metabolism resulting in the formation of more non-volatile organic acids, 
with its requirement for fixed base 

The clinical signs of these two types of disturbance, the primary respira- 
tory alkalosis and the secondary metabolic acidosis, are identical, and dif- 
ferentiation depends upon laboratory tests, as do their respective treatments. 

Treatment of salicylate intoxication resolves itself into two phases: the 
acute phase in which there is loss of bicarbonate from hyperventilation, 
and the excretion phase in which there is also loss of fixed base. In the 


acute phase gastric lavage is carried out. It should be remembered that 


ingested tablets may be firmly adherent to an ulcerated gastric mucosa, 
and it is preferable to leave in the stomach about 500 ml. of a 10 per cent. 
sodium bicarbonate solution. ‘This diminishes the subsequent rise in 
serum salicylate which results from any such tablets. Serum salicylate levels 
have varied up to about 100 mg. per cent. and the one patient who suc- 
cumbed did not have the highest level. Treatment must be directed to 
a reduction in the salicylate level, and in this series no valid method of 
achieving this was available. Schreiner and his colleagues (1955) have suc- 
cessfully carried out dialysis on an artificial kidney, and exchange blood 
transfusion offers a possible therapy which has not been attempted. 

In the excretion phase there is an increased requirement for both water 
and sodium. If water intake is restricted excretion is delayed, and if sodium 
is restricted metabolic acidosis from loss of fixed base ensues. Therapy 
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therefore consists of the maintenance of a normal pH, either by parenteral 
or oral sodium lactate or bicarbonate. Excretion of salicylates is rapid, 70 
per cent. normally being lost in twenty-four hours. 

In this series 89 cases of aspirin poisoning were treated, with one death. 


TREATMENT OF COAL-GAS POISONING 

Although unconsciousness from coal-gas poisoning was common, in only 
relatively few cases did this persist until their arrival in hospital, recovery 
having occurred during the ambulance journey. Carboxyhemoglobin was 
demonstrated in the peripheral blood in most of the cases, but quantitative 
assessment was not undertaken. Treatment was by administering a high 
oxygen tension through a disposable plastic face mask, using 100 per cent. 
oxygen. Carbon dioxide mixtures were not used. The recent Medical 
Research Council report (1958), issued since the completion of this series, 
indicates that carbon monoxide excretion is more rapid if 95 per cent. 
O, and 5 per cent. CO, is used. 

Sixty-eight cases of coal-gas poisoning were treated without fatality. 
‘Two cases were of interest on account of their neurological aspects. 

A Jamaican man, aged 25, was admitted completely unconscious, smelling of 
coal gas, and having decerebrate attacks. Carboxyhemoglobin was demonstrated in 
his peripheral blood. He remained unconscious for twenty-four hours, during which 
time he became quite spastic. Electroencephalography showed evidence of gross 
organic cerebral disease. On regaining consciousness he began to recover function, 
and on discharge he had no obvious sequelz, although comparison of his intellectual 
abilities with their pre-morbid level was not possible. The electroencephalogram 
(E.E.G.) was quite normal on discharge 

The second case was thac of a man, aged 32, who had taken some barbiturates as 
well as inhaled coal gas. The picture on admission was similar to the first case, but 
recovery to normal function did not occur. After six months in hospital he exhibited 
gross Parkinsonism, and had a mental age of about ten, with marked perseveration 
of speech. This perseveration was so intractable that several measures to diminish 
it were contemplated, to be dismissed as unjustified. The E.E.G. was grossly 
abnormal. Follow-up six months later showed him to be in no way improved, and 
to be in a home for mental defectives 


rREATMENT OF CORROSIVE POISONING 

‘These have been included in the series either under industrial or household, 
depending upon the source. Five cases in all were seen, a surprisingly 
small number from an industrial community. Two were children and 
three were men, no case occurring in a female. The children took lysol 
and ate potassium permanganate crystals respectively. Of the three men, 
two drank hydrochloric acid and one phenol. Treatment consisted of 
demulcents. In the case of the child who took potassium permanganate, 
ascorbic acid solution was given to reduce any remaining oxidant. Tracheo- 
stomy and gastrostomy were necessary but recovery was then uneventful. 
One of the men who ingested several ounces of concentrated hydrochloric 
acid died after sixteen hours with abdominal pain. No necropsy was 
carried out. 
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THE DISPOSAL OF CASES 

The decision to admit a person who had ingested poison was made with 
fairly rigid criteria, since the pressure on beds would be insupportable if 
all were admitted. ‘Treatment was aimed primarily at the immediate medical 
problem, and then at an assessment of the underlying psychiatric problem. 
It was an accepted tenet that a patient arriving in hospital with a history 
of poisoning which was not patently accidental was in need of some 
psychiatric assistance. 

Of the 516 cases, 372 were allowed to go home after medical treatment. Of these, 
some had a letter recommending their practitioner to seek outpatient psychiatric 
treatment, and some were referred to the almoner for follow-up. The remaining 
134 cases required a hospital bed, and since 381 adults were seen, this implies that 
one in three of adult poisonings required admission. There were four fatalities 
among those admitted to hospital 

‘Table V shows the method of disposal of cases according to the poison 
ingested. It will be seen that barbiturates, as well as being the most common 
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single poison, are also responsible for the greatest number of admissions. 
Admission was either to the General Hospital direct, by transfer to the 
Children’s Hospital, or by a three-day order to a mental hospital. The 
second largest contributor to admissions was coal gas. Of the cases involving 
barbiturate 50 per cent. were admitted, compared with 36 per cent. for 
coal gas and 18 per cent. for aspirin. These three poisons accounted for 
75 per cent. of the total admissions. 


SUMMARY 
A series of 516 cases of acute poisoning occurring in one year are analysed 
as to type of poison used, its clinical effect, age incidence and treatment. 
I am indebted to the physicians of the General Hospital, Birmingham, for their 
cooperation, to Sister Angela Cunningham and her staff in the casualty department, 


to the casualty registration officers and to the house officers of the casualty service, 
who made this study possible 
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A CASE OF MULTIPLE 
OBSTETRICAL COMPLICATIONS 


By JOHN BISSET, M.B., Cu.B. 
VUcCormick Hospital, Chiengmai, Thailand 


‘THAILAND, like many of her neighbours in S.E. Asia, by no means enjoys the 
comprehensive medical facilities which are taken for granted in most 
countries in Europe and North America. Consequently, the average prac- 
titioner in these rather backward areas is called upon to treat a bewildering 
variety of conditions which are no longer seen in more enlightened parts 
of the world. Specialists are a rarity outside the capital city and every 
practising doctor is expected to be able to undertake surgery. The following 
is an example of what often happens where antenatal care and supervised 
labour are unknown—still the lot of the greater part of the population. 


CASE PRESENTATION 
In a village some 14 kilometres from Chiengmai a ‘Thai mother, aged 37, 
in her sixth pregnancy, went into labour at full term. After several hours of 
painful but ineffective contractions she was advised to go to hospital by her 
neighbours who suspected all was not well. ‘The story becomes confused at 
this point, but eight hours after the onset of labour the patient was admitted 
to hospital in extremis: pale, sweating, pulseless and an unobtainable blood 


pressure. The abdomen was enlarged corresponding to a full-term preg- 


nancy, with slight guarding and tenderness all over, and with fetal small 
parts easily palpable through the thinned abdominal wall just below the 
umbilicus. In addition, the right arm of the feetus and part of the cord 
were prolapsing and visible at the vagina. A catheter passed into the bladder 
produced fresh blood. A diagnosis, of ruptured uterus and ruptured bladder 
was made. 
OPERATIVE FINDINGS AND COURSE 

After initial resuscitation with blood transfusion and glucose/water containing 
oxytetracycline the patient was given tetanus antitoxin, premedicated and taken to 
the operating room where the abdomen was opened under local anesthesia sup- 
plemented with a little thiopentone intravenously. A dead foetus was extracted, 
partially extruded through a longitudinal tear several inches long in the fundus 
of the uterus. On further examination, the whole anterior wall of the uterus was noted 
to be bluish in colour and very thin. A transverse tear of the lower segment was 
seen extending laterally into the left broad ligament, and the pelvic cavity was full 
of fresh blood and clot. The fundus of the bladder was seen to be torn transversely 
also, for about 2} inches (6 cm.), through which the retained bladder catheter was felt. 
A subtotal hysterectomy was performed, with closure of the bladder and drainage 
of the abdominal cavity 

On return to the ward intravenous fluids were continued with heavy antibiotic 
coverage for several days and hydrocortisone was given to boost the natural defences. 
Two days later a large blood clot was passed per vaginam and thereafter no urine 
was obtained from the retained catheter. Urine now oozed, however, through the 
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vagina, and pelvic examination confirmed the presence of a large vesico-vaginal 
fistula. Trypsin, in the form of ‘parenzyme’, 1 ml. twice daily, was given intra- 
muscularly to lessen edema of the vagina and to hasten resolution of the damaged 
area. 

Convalescence was uneventful, the temperature ranging from 98 to 100.2 F 
(36.7, to 38°C.), and over the next twenty days drainage from the abdominal 
wound gradually ceased. On the 16th postoperative day cystoscopy was attempted, 
with packing in the vagina to occlude the fistula. Ragged necrotic tissue just above 
the level of the ureteric orifices was noted, corresponding to the tear sutured intra- 
abdominally. The vesico-vaginal fistula was not visualized, because of inability to 
distend the bladder with water satisfactorily. Seven days later the patient went 
home with instructions to return in one month for closure of her fistula 


SUBSEQUENT COURSI 
The patient returned and the vesico-vaginal fistula was repaired under 
spinal anesthesia. The fistula was transverse and 14 inches (4 cm.) long with 
hardened irregular edges. ‘These were trimmed and freshened, and the 
vaginal mucosa separated by sharp dissection from the bladder wall. Bladder 
and vagina were closed separately with interrupted 2-o chromic sutures. 
The operation was tedious, with episodes of brisk bleeding. ‘The patient 
was then kept lying on her abdomen for seven days, with a retained bladder 
catheter in place, and given nitrofurantoin orally. For two days she had fever 
and slight chills but subsequently her condition remained good. After 
removal of thé catheter she had some difficulty in voiding and had to be 
catheterized frequently. Thereafter she voided naturally but voiced a 
suspicion of seepage through the vagina. Gentian violet was instilled into the 
bladder and was seen oozing through the operative wound! On the eleventh 
postoperative day she was allowed home and asked to return in three months 


for secondary repair of the persisting fistula. 


NOT SO UNHAPPY ENDING 
In the meanwhile the patient’s husband went to work in the vicinity of the 
hospital in order to pay off his wife’s enormous bills. (Actual costs are 
modest when compared with those of similar treatment elsewhere, but are 
nevertheless staggering to a Thai farmer whose annual income is less than 


fifty pounds sterling). Sixteen days later, when engaged in conversation, the 
husband insisted that his wife was micturating ‘the proper way’. She was 
requested to present herself forthwith at hospital and examination con- 


firmed that the fistula had indeed closed. She was grateful for the treatment 
which enabled her to enjoy social intercourse and travel again but confided 
that she had to pass her water almost hourly by day, and several times at 
night: ‘an awful nuisance’ 
SUMMARY 

A case of pregnancy complicated by transverse lie, prolapsed arm and cord, 
with subsequent rupture of the uterus and bladder, and the development 
of a vesico-vaginal fistula is described. Fibrotic contracture of the bladder 
with attendant frequency of micturition was the only aftermath of what can 
best be called an obstetrical calamity par excellence. 
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AN APPOINTMENT SYSTEM IN GENERAL PRACTICE 


By A. E. pe ta T. MALLETT, D.S.C., M.D. 


Wimborne Minster, Dorset 


THE prospect of an hour or more to wait to see one’s doctor is not a pleasant 
thought. For the family doctor a crowded waiting room is a source of 
irritation, as are surgeries of interminable length. It is apparent now that 
family doctors are directing their thoughts to ways and means of easing the 
burden both to themselves and their patients. One way of doing this is to 
use an appointment system, and this article describes briefly how such a 
system was introduced into a group practice. ‘The system has proved to be 
a success and has shown many advantages. It has not only contributed to 
the smooth running of surgeries but has been a convenience to patients and 
is well liked by them. Many doctors must have considered an appointment 
system but have been deterred by the thought of extra work to themselves 
and to their staff. The system to be described is simple and elastic in the 
sense that it is capable of adaptation to varying circumstances. None of 
the partners would now wish to discard it. At the time apprehension was 
felt that the change-over to an appointment system would prove to be 
difficult, but, in effect, this was achieved with very little dislocation (Mallett, 
1955). The system has now been in use for some four years and it is hoped 


that the experience gained may be of help to other practitioners who are 


considering making a similar change. 


TYPE OF PRACTICI 

The practice consists of four principals and, at present, a trainee assistant. 
It is situated in a market town of 4,300 (with the total population of the 
rural area involved, this figure is increased to approximately 21,591) and is 
conducted from a modern central surgery, the construction of which has been 
described elsewhere (Bartley, Hannay, Leggett and Mallett, 1957). Briefly, 
the surgery premises consist of: 

(i) A communal waiting room, 430 square feet in area with seating accommodation 
for 22 patients. 

(ii) A reception room 

(iii) Dispensary 

(iv) Four doctors’ consulting rooms, each of which has an examination room 


attached to it. 
(v) Other amenities such as storage space and toilet facilities. 


The majority of patients are treated under the National Health Service 
and the number of such patients is at present 10,107. Private patients 
number 120 and bring the total to 10,227. There is a local 30-bedded hospital 
visited by consultants, in addition to three major hospitals varying in 
distance from 6 to 10 miles. 
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Surgery staff.—The statt consists of two dispensers and a secretary. With 
the advent of the appointment system it was found necessary to allocate 
definite duties to each member of the staff during surgeries. 

(a) Dispenser No. 1 remains solely responsible for dispensing. Dispensing 


DISPENSARY 
—> 


Fic. 1.—Signal lights with their respective switches in the 
reception room. 


is carried out for a total of approximately 5000 National Health Service 
patients, and she is therefore kept fully occupied. 

(b) Dispenser No. 2 is responsible for manning the telephone switch- 
board, which is situated in the dispensary. She herself deals with any 
messages, such as requests for visits, repeat medicines and, if necessary, 
puts a call through to a doctor. Any requests for appointments, however, 
are passed to the 

(c) Secretary, who has an extension line in the waiting room where she is 
supervising patients and directing them to the appropriate doctor. The 
appointment books for each doctor are kept on the secretary’s desk in the 
waiting room while the surgery is in progress. 

Previous administration.—Previously patients came to the surgery during 
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surgery hours and waited their turn. During slack periods this method 


served its purpose after a fashion, but the waiting room was often full and the 
receptionist worked under considerable stress to get the record cards out. 
Confusion would also occur at times as to which patient was next to see a 
doctor. During winter months, or epidemics, the situation would deteriorate. 
The waiting room was usually so overcrowded that the risk of cross-infection 


Fic. 2.—Doctor’s switch with signal light 


was greatly increased and inevitably some patients would have to stand. 
Also, some patients would have to wait for over an hour before seeing a 
doctor. There was a general sense of confusion and rush, unsatisfactory to 
both doctor and patient. No-one can give of his best work under such 
conditions. 
PILOT SURVEY 

In view of this unsatisfactory state of affairs, ways and means were discussed 
to improve matters. The following points were considered: (a) Over- 
crowding of waiting room—often standing room only. (b) Lack of control 
over size of surgeries. (c) Confusion as to which patient was next to see a 
doctor. (d) Difficulty for receptionist to get out medical record cards in time. 
(e) Increased risk of cross-infection. (f) Prolonged time patients often had 
to wait before seeing a doctor. (g) ‘The sense that doctors were working 
against time to get through a ‘queue’ of waiting patients. 

Having considered these points an appointment system was considered as 
a method of surmounting them. By this means it was hoped to overcome 
many of the difficulties and to improve working conditions at the surgery as 
well as rendering a more efficient service to patients. 

As a preliminary investigation, two of the partners visited a practice 
where an appointment system was already in force. It is recommended 
that whenever possible this step should be taken before instituting such a 
system. Encouraged by this visit the partnership decided to proceed. The 
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next step was a pilot survey to discover how many patients were seen on the 
average at each surgery, and how long surgeries lasted. 

Each partner kept a record of the number of patients seen at each surgery 
and the total length of each surgery. By this means it was possible to arrive 
at the average time taken to see each patient. This time proved to be five 
minutes on the average. Surprise may be elicited at the brevity of this 
consultation time. It must be remembered, however, that some patients 
merely require a certificate, a repeat prescription or a short examination. 


YOCTOR'S RECEPTIONIST S 
* 


SWITCH cance.switcH LAMP BELL 


LINE , 


~0—@- 0 
NEUTRAL 


+ 
TO OTHER 
CALL CIRCUITS 


FIG. 2 Wiring diagram for signal system 


‘These matters take a few moments only and more time can be given to more 
serious cases. It was therefore realized that in basing an appointment 


system on five-minute consultations, it would inevitably arise that during 


the course of a surgery a doctor would sometimes be ‘ahead’ of his appoint- 
ments and some time ‘behind’, but that at the end of his surgery he would be 
‘on time’. This has proved to be the case. ‘This arrangement is, of course, 
capable of modification. For example, special surgeries may be held, as for 
expectant mothers. Here it was found that ten minutes should be set aside 
for each consultation, but, obviously, it is a matter of personal decision for 


the doctor. 
INITIATION OF AN APPOINTMENT SYSTEM 
The following points must be given consideration: 
(a) Telephone.—Very many more calls must be expected from patients 
telephoning to make appointments. Depending upon the size of the practice 


it may be necessary to have one receptionist manning the telephone 


throughout surgeries. 
(b) Appointment books. 
‘whole page to a day’ diary is suitable. 
(c) Appointment times.— Although five minutes has been suggested as the 
time for consultation, this is, of course, a matter for the individual doctor. 


One such book is necessary for each doctor and a 


Some may prefer to allot a longer period for each consultation, 
(d) Signal lights.—It is necessary to have some convenient means whereby 
a doctor can indicate without delay to the receptionist that he is ready to see 


a patient. 
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(e) Appointment cards.—These are necessary for patients. 

(f) Consultation list—The receptionist can make out the list of patients 
for surgery in advance for the doctor’s information and convenience. 

Change-over details.—A \arge printed notice was displayed in the waiting 
room to inform patients that an appointment system was now in operation. 
Every patient coming to the surgery thereafter was given an appointment 
card, and, having seen the doctor, the date and time of the next appointment 


Name 
APPOINTMENT 


DATI 


All patients are asked to make an appointment with the receptionist before seeing 
the doctor. If it is necessary to use the telephone for this purpose please do so 
between the hours of 


10 a.m. and 12.30 p.m./2.30 p.m. and 5 p.m 
SURGERY TELEPHONE NO.: 
This will leave the line clear for those patients requiring visits the same day, who 
are asked to make any telephone call for this purpose between 9 a.m. and 10 a.m 


PLEASE HAND THIS CARD TO THE RECEPTIONIST EACH ‘TIME 
YOU ATTEND FOR AN APPOINTMENT 


Fic. 4.—Front of appointment card 


was entered on it. Each doctor had an appointment book in which these 
appointments were recorded. It soon became known that an appointment 
was necessary to see the doctor and the change-over was, in fact, effected 
very smo thly , 
ADMINISTRATION 

Telephone.—Vhe telephone switchboard is situated in the dispensary and 
there are two lines. The switchboard can be connected to: (i) the reception 
room, (ii) each of the four doctors’ consultation rooms. On the appointment 
card patients are asked to telephone between 10.00 hours and 12.30 hours 


and between 14.30 hours and 17.00 hours to make an appointment for a 
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future date. ‘The idea behind this is to leave the line clear between 09.00 
hours and 10.00 hours for patients telephoning to request a visit the same 
day. Unfortunately the public has not cooperated over this, and telephone 
calls requesting appointments are received at all times of the day. This means 
that during surgery hours one member of the staff is solely occupied in 
manning the switchboard. Any request for an appointment is transferred 


SURGERY TIMES 


(Address of Surgery) 





Morning Afternoor Evening 
9-10 mae s onl ae Half Days 
Dr ° 
MON Dr ! Dr. B 
Dr Dr. D 
Dr 


Dr 
Dr 
Dy 
Dr 


Dr 
Dr 
Dr 


Dr 
THUR Dr 
Dr 
Dr 


Dr 
Dr 
Dr 


Dr 
Dr 
Dr on 
Dr Duty 


Reverse of appointment card 


to the reception room: other requests for visits, repeat medicines or to speak 
to a doctor being dealt with from the switchboard. Not all requests for 
appointments are received by telephone as many people come to the surgery 
personally to make them. 

Appointment books.—Each doctor has an appointment book clearly 
labelled with his name. These books are normally kept near the switchboard 
so that out of surgery hours the member of the staff answering the telephone 
has easy access to them. During surgery hours, however, they are transferred 
to the reception desk. A ‘whole page to a day’ diary is suitable and necessary. 


Appointment times.—Morning surgeries begin at 0g.00 hours. The first 
advance appointments are made at og.10 hours for each doctor, and then at 
five-minute intervals until 09.40 hours. By this means it is often possible to 
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see one or two patients at 09.00 hours who, for one reason or another, have 
come to the surgery without previously having made an appointment. No 
appointment is booked on a previous day for a subsequent surgery between 
og.40 and 10.00 hours. Patients coming to the surgery on the actual day 
without an appointment can then often be fitted in during this time; in any 
event, experience has shown that it is useful to have this free period with 
no appointments booked; it acts as a safety valve in that, if one falls ‘behind 
schedule’ one catches up again at 10.00 hours, from which time appointments 
are made at five-minute intervals until the surgery ends. The same pro- 
cedure is followed with the evening surgeries. There is, of course, no reason 
why further ‘blank periods’ should not be left free, depending upon the 
rate at which the doctor works. 

Signal lights and sound signal.—The smooth running of surgeries has been 
greatly facilitated by the installation of a system of light signals. On the 


wall of the waiting room are four electric light bulbs, one for each doctor, 


built in a suitable wooden container (fig. 1). ‘These bulbs are coloured, a 
different colour being used for each doctor, and conform with the colours 
of the appointment cards. For each bulb there is a control switch. Each 
doctor has in his room a switch incorporated with a bulb (fig. 2). Circuits 
are so arranged that a doctor by activating his light switch causes the signal 
light in his own room to light and also that on the secretary’s desk. ‘The 
secretary can then direct the next patient to the appropriate doctor, and 
herself switch off the light signal on her desk. This action also switches off 
the doctor’s light in his room. When the doctor activates his switch, not 
only does his light go on in the reception room, but a bell incorporated in 
the circuit emits a chime. This associated sound signal is important as it 
draws the receptionist’s attention to the fact that a light has gone on if 
she is engaged on some other task and not looking at the signal lights. 

The electric circuit for each doctor is illustrated in figure 3. 

Incorporated in it is a ‘Gents’ 4 to 6 volt A.C. bell, wired in series for the signal 
lamp. By this means it was found that with a 40-watt bulb the voltage drop across the 
bell was in the order of 0.8 to 1 volt, depending upon the variations of lamp resistance 
and supply voltage, normally 240 volts. This was just sufficient to provide one single 
chime on energizing the circuit but insufficient to give a continuous ringing tone. 
No reduction in lamp brilliance was detected and standard components were used 
throughout. Suitable precautions must be taken that the bells are working at mains 
pressure 

Consultation list.—Before each surgery the receptionist makes out a list 
of patients to be seen by each doctor together with the medical record cards. 
This list, and the cards, are placed on the doctor’s desk for his advance 
information. 


APPOINTMENT CARDS 
These cards are handed to each patient on making an appointment. 


Sise.— A size of 5 inches « 32 inches (12.7 cm. x g.2 cm.) was decided 
upon as being convenient for the handbag or pocket. 





GENERAL PRA( TITIONERS FORUM 


its made 


Total of 
appoint 
ments m 


for 
ot 
laily 


surgery 


at 
December 


Appointments made by 


attendance 


s trom 


I otal of 


made 


tor 


wert 


te lephone 


- 
t 
a 


intments 


vhich app 
four doctor 


hy 
ot 


Me thods 
practice 


SILIIBINS JO 





498 THE PRACTITIONER 


Colour.—With four principals in partnership, and often doing surgeries 
at the same time, it was thought that it would be useful to have the appoint- 
ment cards in four different colours in order that the receptionist could see 
at once which doctor any patient was due to see. This has proved most useful. 

Layout.—On the front of the card (fig. 4) is space for recording ten 
appointments. Below is a request for cooperation over the making of 
appointments. On the back of the card (fig. 5) are the surgery times of each 
doctor. 

ASSESSMENT OF RESULTS 
The system is considered to be a success and to benefit both doctors and 
patients. There are, of course, both advantages and disadvantages, and the 
results must be viewed in perspective. Most of the disadvantages relate to 
the staff. 

Advantages.—{i) Patients do not have to wait long to see the doctor. 

(ii) The doctor knows in advance how many patients are to be seen. 

(iii) Any instruments required can be prepared before a surgery begins. 

(iv) Medical record cards can be got out in advance. 

(v) The waiting room is not crowded. 

(vi) Patients in a group practice can be sure of seeing their own doctor. 

(vii) A surgery can be curtailed in advance if the doctor knows he has 
other commitments. 

(viii) Reduction of waiting space. It has been found that six seats per 
doctor are required. In designing a new surgery therefore it is essential to 
know in advance whether an appointment system is to be used. 

Disadvantages.—({i) Appointments are not always made in advance by 
patients and many either come to the surgery in person or telephone during 
surgery hours, which disrupts work. 

(ii) Patients who do not trouble to make an appointment in advance tend 
to overcrowd the waiting room, thus defeating one of the objects of the 
system. 

(iii) A great deal of time is taken by the staff in making appointments, 
which causes interruption of work in the surgery. 

(iv) The patient is put to the trouble and expense of making a telephone 
call, or of coming to the surgery. 

(v) The time between surgeries is busier for the staff. 

(vi) The doctor is occasionally kept waiting for a late appointment. 

An account was kept for one week as to the methods by which patients 
chose to make appointments (table I). This must be considered an abnormal 
week as it followed immediately after Christmas but nevertheless gives 
interesting information. During the six days, five doctors did a total of 45 
surgeries, during which 379 patients were seen: an average of 8.4 patients 
per surgery. A total of 281 (100 per cent.) appointments were made in the 
following manner during the week. Ninety-six patients (34.1 per cent.) 
telephoned for appointments, 51 (18.1 per cent.) being for the same day 
and 45 (16 per cent.) for a future date. On the other hand, 119 patients 
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(42.3 per cent.) attended at the surgery in person to make appointments for 
the same day, whilst 66 (23.4 per cent.) did so for a future date: a total of 
175 (65.7 per cent.) attendances. 


In order of popularity therefore patients made appointments in the 


following ways. (1) Attendance at surgery to make appointment for the same 


day: 42.3 per cent. (2) Attendance at surgery to make appointment at a 
future date : 23.4 per cent. (3) By telephone for an appointment the same day: 
18.1 per cent. (4) By telephone for an appointment on a future date: 16 
per cent. 

From this it can be deduced that patients do not make proper use of the 
facilities offered, the majority coming to the surgery without having made a 
previous appointment. The telephone was used as a method of making an 
appointment in only 34.1 per cent. of cases, and to cut down the incidence 
of incoming telephone calls it might be possible to administer an appoint- 
ment system without the telephone. 


SUMMARY AND CONCLUSIONS 

The use of an appointment system in general practice is considered. The 
type of practice and surgery premises in which it has been employed are 
described. The number of staff considered to be necessary is stated, previous 
administration is outlined and the reasons for considering an appointment 
system are put forward. The need fora pilot survey before starting an appoint- 
ment system is stressed. ‘The various essentials necessary for an appointment 
system are put forward, together with the means of ‘changing-over’. 
Administration of the system is considered in detail. The advantages and 
disadvantages of an appointment system are discussed and the conclusions 
reached detailed. 

On the whole the advantages outweigh the disadvantages. More work 
devolves on the staff although they also obtain certain advantages. From the 
doctors’ and patients’ point of view matters are considerably eased. In the 
group practice under discussion the system has worked well for a period of 
over four years and none of the partners would wish to abandon it. Gone are 
the days of ‘standing room only’ in the waiting room, of uncontrolled size 
of surgeries, and of not knowing whose turn it was to see the doctor. Instead 
an atmosphere of calm and order prevails which is of benefit to all. 


My thanks are due to members of the staff in the preparation of table I, and also 
for their comments on the advantages and disadvantages of the appointment system 
Mrs. F. Filer gave me secretarial assistance, Mr. S. F. James, F.1.B.P., was 
responsible for figures 1 and 2, and Mr. R. L.. Wilkinson for figure 3 
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THE GENERAL PRACTITIONER RESEARCH GROUP 


By DAVID WHEATLEY, M.D. 
Twickenham, Middlesex 


Tuis Group was formed early in 1959 to undertake therapeutic trials in 
general practice, and has now over sixty members distributed in different 
parts of the country. This allows for evaluation of drugs under differing 
practice conditions, and also enables doctors with special interests to be 


given the most suitable drugs for trial. 


AIMS AND OBJECTS 

Although exacting control trials cannot always be carried out in general 
practice, there can be considerable value in the clinical impressions of a 
number of experienced practitioners. ‘The control trial does not always give 
an accurate answer, as exemplified by the M.R.C. trial comparing cortisone 
with aspirin in rheumatoid arthritis. Statistically there was nothing to choose 
between the two drugs, although any general practitioner could have given 
the information that individual patients benefit from cortisone whereas 
they do not from aspirin. The general practitioner is continually deciding 
which drugs he will, or will not, prescribe, by his clinical impressions of 
their effects upon his patients. 

Drug trials in general practice are becoming increasingly necessary for a 
number of reasons. In the first place, many illnesses are treated exclusively 
by the general practitioner and are seldom, if ever, seen in hospital. ‘Thus 
a new remedy for, say, the treatment of the common cold, chilblains or 
fibrositis, could only be tried by the general practitioner, for indeed he is 
most experienced in dealing with these conditions. Then there are the 
practical aspects of therapy under home conditions, as compared with 
hospital. A patient in hospital will take almost anything, since he usually 
believes that once he leaves hospital he will be cured and will no longer have 
to continue the treatment. At home, however, and particularly when dealing 
with non-serious illnesses, such seemingly unimportant factors as the size 
and number of tablets, frequency of dosage and flavour of mixtures may 
determine whether or not a particular treatment can, in fact, be used. In 
hospital there are always nurses who will ensure that patients take their 
doses at the appropriate times; in general practice we must rely upon the 
patient to do this and very often, if he does not like his drugs or has to take 
them too frequently, he will omit doses. Thus the drug having a long action 
may have advantages over one that must be taken every few hours, par- 
ticularly if the patient is at work. 

Finally, side-effects which may appear unimportant in hospital may so 
affect a patient going about his ordinary work as to preclude the use of the 
drugs concerned in general practice. ‘Thus with the ganglion-blocking drugs, 
patients may be rendered normotensive at all times of day and night in 
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hospital. ‘These conditions, however, are utterly unrealistic when the patient 
returns home and attempts to go about his ordinary everyday life. For 
instance, fainting on his way to work would be enough to make him abandon 
treatment. Therefore, a therapeutically inferior drug, such as reserpine, 
may become the treatment of choice for long-continued therapy in everyday 
life. 

General practitioners evolve methods of treatment which are unfamiliar 
to their colleagues in hospital. ‘Thus, the use of oral penicillin was wide- 
spread in general practice before it gained acceptance in hospital. In other 
instances a seemingly troublesome side-effect of a drug may be put to 
good use, as exemplified by dexamphetamine. Originally introduced as a 
central nervous system stimulant, the anorectous effect of this compound 
was noticed by the general practitioner and now this latter effect constitutes 
the main use of this drug 

METHODS 
Before any drug is accepted for trial, full information on pharmacology and 
previous trials is required from the makers. If it appears from this informa- 
tion that a drug is not suitable for trial in general practice, because of 
possible toxic effects or other reasons, the Group will not accept that drug 
for trial. Individual participants may also decline the drug, if they consider 
it unsuitable in their own particular practices. Unexpected toxicity is an 
inevitable hazard of any new drug introduced for clinical practice, and is not 
avoided even by extensive hospital trials. ‘Thus, the serious toxic effect of 
chloramphenicol in producing blood dyscrasias did not become apparent 
until it had already been in widespread use throughout the world. The 
careful evaluation of drugs in collaboration with the supplying pharma- 
ceutical companies is preferable to the present system whereby such drugs 


are presented to the general practitioner with little indication as to their 


suitability for use in his practice. 

Our trials are designed to be as simple as possible, but at the same time 
aiming to extract the essential information required on the drug under trial. 
We rely to a considerable extent upon clinical impressions but it is often 
possible to compare the drug under trial with previous remedies in the 
same patient or in alternate patients. In some cases a placebo trial is justified 
and this is then undertaken on the ‘double blind’ principle. Apart from 
ethical considerations, the general practitioner would be contravening hiv 
terms of service by giving an inactive remedy to his patients, if an alternative 
treatment were available. Informing the patients might overcome this diffi- 
culty, but this would jeopardize the accuracy of the results. In trials of 
prophylactic agents, of course, and in conditions in which no effective 
remedy is available, the use of placebos is justified. 


RESULTS 
Since its inception, the Group has undertaken nineteen major clinical trials, 
many of which have already been completed. The following examples 
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illustrate the many diverse opportunities for work of this nature in general 


practice. 


A non-barbiturate hypnotic.—Although clinically effective, the size and number of 
tablets which had to be taken did not appeal to patients in general practice. 


Long-acting sulphonamides.—Two such trials have been undertaken: one con- 
fined to the treatment of acute genito-urinary infections, where the new preparation 
was compared with an established sulphonamide. In the other trial, the new drug was 
compared with oral penicillin in the treatment of acute upper respiratory infections 
and also evaluated in genito-urinary infections and dysentery. 


Tranquilizers.—In one trial, a new drug suitable for use in mild psychoneurotic 
illness was compared with previous remedies. In this instance the incidence of side- 
effects was felt to limit the usefulness of this drug. In the other trial a ‘double blind’ 
study is being undertaken, comparing the new drug with meprobamate. 


A topical corticosteroid and antibiotic preparation—This was compared with 
previous remedies in a number of skin conditions commonly seen in general practice 
The impressions of this trial indicate that this particular preparation was superior to 
a similar preparation containing hydrocortisone. 


A synthetic anticholinergic drug.—Although highly effective, the general opinion 
was that there were already a sufficient number of alternative preparations available, 
although long duration of action in this case was an advantage. 


A vasodilator.—This is being evaluated in the treatment of chilblains, peripheral 
vascular disease and, experimentally, in fibrositis. The last-named indication appears 
to be a rather promising one for this drug. 


Chronic bronchitis.—A long-term trial on the prophylactic use of a long-acting 
sulphonamide is in progress. If effective this might provide a cheaper alternative to 
the tetracyclines. 


An anthelmintic-—This is a single-dose treatment for threadworms and the 
investigation is being controlled by anal swabs which are sent ‘blind’ to the labora- 
tory. Whole families are being treated rather than individual members. 

An anti-viral agent.—A synthetic drug which protects animals against experi- 
mental virus pneumonia is being evaluated in the common virus infections en- 
countered in general practice. 

A long-acting coronary vasodilator.—This is a ‘double blind’ prophylactic trial, 
using identical placebo tablets, and evaluating the results on the reduction in the 
number of attacks and number of trinitrin tablets required by the patient. This is 
justified, since the patient is not being denied his usual treatment in the form of 
trinitrin tablets. 


A new remedy for the premenstrual syndrome.—Results will be evaluated by the 
patient’s impressions of relief of symptoms and also by any change in the number of 
days for which the patients are incapacitated each month. 


A new antibiotic.—This is being compared with a standard antibiotic in alternate 
cases. 

This brief outline of some of our clinical trials indicates the scope of the 
Group’s work and also illustrates some of the particular advantages of this 
type of trial in general practice. 


SUMMARY 
The General Practitioner Research Group is an independent organization 
and the College of General Practitioners has been informed of our activities. 
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There is a considerable demand for our services and new members are con- 
tinually being sought. Any general practitioner who may be interested in this 
type of research work is asked to communicate with the Director of the 
Group, Dr. David Wheatley, 270 Staines Road, Twickenham, Middlesex. 


PROCHLORPERAZINE IN THE PROPHYLAXIS 
OF MIGRAINE 


By CHARLES HAGENBACH, M.B., B.S. 


Porthleven, Cornwall 


THROUGHOUT the past twelve years all migraine sufferers encountered in a 
large mixed practice have received regular daily treatment with one or more 
of the recognized remedies, in an endeavour to reduce the number and 
severity of the attacks. 

Most authorities are agreed about the therapy for aborting or mitigating a 
migraine attack when it arises: such as ergotamine tartrate sublingually or 
parenterally ; tablets or suppositories of ‘cafergot’ (ergotamine with caffeine); 
tablets or suppositories of ‘migril’ (ergotamine with caffeine and cyclizine 
hydrochloride). All of these have been used with some success in this series 
for the actual control of attacks, but patients have been taught to look upon 
this as emergency treatment, and to aim at preventing the emergency by 
anticipating attacks so far as possible. No treatment has up to now been 
devised which can be relied upon completely to prevent attacks. Although 
the introduction of ergot preparations twenty years ago provided the best 
means of treating actual attacks, the prolonged use of such drugs simply as 
prophylactics is undesirable because of their action on the circulation. 

In 1956, the successful use of prochlorperazine (‘stemetil’) by Stevens 


(1956, 1958) to control the symptoms of Méniére’s disease led to a trial of 
this drug in migraine, for the treatment of which the drug appeared to 
provide a new type of pharmacological approach. Prochlorperazine is a 
phenothiazine derivative described by Broussole and Dubor (1956) as having 
relaxant, sedative and hypnotic effects superior to those of chlorpromazine 
in psychiatric patients. Ducrot and Koetschet (1956) reported that it has a 
high experimental anti-emetic value, at least four times that of chlor- 


promazine. 

SCOPE OF INVESTIGATION 
During the past two years 26 patients, whose attacks had not been satis- 
factorily controlled by existing means, have been treated with prochlor- 
perazine. No case of migraine associated with the premenstrual syndrome 
has been included in this series since trials revealed that treatment directed 
to the syndrome itself is more effective. Otherwise the cases have not been 
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selected and include every patient in the practice in whom a diagnosis of 
migraine had been established by rigorous exclusion of all other factors, and 
who had not had marked benefit from existing prophylactic measures. 


In assessing the effects of any new treatment for a disease such as migraine, 
subject to spontaneous remission, adequate control is necessary. Indeed, 
Gaddum (1954) has pointed out that a high proportion of sufferers from 
headache experience temporary relief from any new treatment; but migraine 
is something more than headache. Paired controls and the use of inert 
placebos are obviously impracticable, even if justifiable; whereas the full 
case histories, known response to treatment, and the period of observation 
made the patients their own controls. It was realized that the subsequent 
follow-up must be continued for a substantial period. 

Depending upon the age and condition of the patient the dose of pro- 
chlorperazine was 5 to 10 mg., two or three times a day, individual amounts 
and timing of the dose depending upon the results achieved; once a satis- 
factory dosage was secured this was continued indefinitely. The patients led 
their ordinary daily lives 


RESULTS 

Of the 26 patients, three reported that even the smallest dose caused drowsi- 
ness or disorientation, or both, so that they had to discontinue it. Another 
received no benefit from even the largest dose (10 mg. thrice daily), but 
had no side-effects. Six patients found that their headaches were more 
frequent when taking prochlorperazine and preferred to return to their 
previous treatment with daily doses of an antihistamine. One patient is free 
of all but minor headache when taking prochlorperazine daily, together with 
an antihistamine. 

Of the others, five have remained free of all attacks and the remaining 
ten are markedly better than with any previous treatment. Thus, sixteen 
patients have been so much better as to have lost no time from work since 
taking prochlorperazine. 


ILLUSTRATIVE CASES 

(1) A boy, aged 6, was first seen in 1953, on account of severe attacks of headache 
and vomiting every eight to ten days; each attack lasted about forty-eight hours 
with consequent absence from school. He attended school whenever possible 
however, as he feared the master’s displeasure almost as much as the attacks. He 
was given promethazine hydrochloride, 25 mg. every night, and his attacks were 
reduced to about one in four weeks. This was continued until 1955, when the treat- 
ment was changed to triprolidine, 2.5 mg. at night. He reported that attacks 
occurred only about once in ten weeks, but an attack was more severe when it did 
arise. In July 1957, he was given prochlorperazine, 5 mg. nightly; a month later 
he reported two slight attacks, but he had not lost a day at school. The dose was 
increased to 5 mg. twice daily. On this régime he has been completely free of 
symptoms (January 1960) 


(2) A boy, aged 7, was first seen in December 1949, when he was having 
prostrating attacks of headache and vomiting about twice a month. He was given 
diphenhydramine, 25 mg. thrice daily, until October 1950; he had great benefit at 
first, but attacks became more frequent again. Other antihistamines were then 
given—chlorcyclizine hydrochloride, triprolidine, meclozine—but attacks werc 
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never fewer than one each mont In July 1957, he was switched to prochlor- 
perazine, 10 mg. nightly, and on this dose has remained free of all trouble (October 
1959) 

(3) A man, aged §2, a Civil Service clerk, was first seen in April 1958 with migraine 
so severe that he was faced with the prospect of premature retirement. He was given 
chlorpheniramine maleate, 4 mg. at night, and after a fortnight his headaches were 
lessened, but he was too drowsy in the mornings. From then onwards he was given 


prochlorperazine, 10 mg. nightly, and until now has remained free of symptoms 


(4) A girl, aged 8, was seen first in March 1958, exhibiting attacks of typical 
migraine every seven to eight days. She was given prochlorperazine, 2.5 mg. thrice 
daily Seen a week later she was quite well and the dose was reduced to 2.5 mg 
twice daily; she has had no symovtoms at all since 


(5) A woman, aged 39, a housewife, was first treated for migraine in 1949 and 
given a course of tripelennamine hydrochloride, with slight benefit. She was seen 
} grain (30 mg.) thrice 
daily, without relief. She did not seek help again until July 1958. Then she was 
given prochlorperazine, 10 mg. twice daily. Three months later she reported that 
she had had only slight and transient headaches; regular prophylactic treatment 
continues 


again in June 1957, when she was given phenobarbitone, 


(6) A single woman, aged 21, a shop assistant, was treated for headaches in 1937 
but it was not until 1952 that a firm diagnosis of migraine was established. She was 
given phenobarbitone grain (30 mg.) twice daily, together with carbachol, 2 
grains (0.12 g.) twice daily, continuously until June 1957. In spite of this she 
suffered disabling headaches about three times every month. ‘Treatment with pro- 
chlorperazine, 10 mg. twice daily, and promethazine, 25 mg. nightly, was started 
There was immediate improvement, but after some months she complained of 
feeling unduly drowsy at times. In August 1958, the promethazine was stopped and 
she was given triprolidine, 2.5 mg. twice daily. ‘The prochlorperazine was continued 
and for the last sixteen months has not lost a day's work 


7) A married woman, aged 34, a housewife, was first treated for migraine in 195! 
and given phenobarbitone, } grain (30 mg.) thrice daily. This was continued for 
over two years, and gave some reduction in the number of attacks, but she was still 
subject to bouts of headache and vomiting which lasted two to three days, leaving 
her very exhausted. Various sedatives were then used, without real improvement 
In May 1957, she began to take prochlorperazine, 10 mg. twice daily. When last 
seen (February 1960) she reported having about three mild attacks of headache a fort- 
night, which do not confine her to bed; she never vomits 


(8) A married woman, aged 44, a housewife, was first treated for migraine in 
December 1948 and given diphenhydramine hydrochloride, 50 mg. thrice daily, 
continuously until October 1950. At this stage she felt so much better that she 
stopped treatment, but in February 1951 her trouble recurred. She was then given 
chlorcyclizine hydrochloride, 50 mg. in the morning, and promethazine, 25 mg. at 
night; this was continued for a vear, when she again felt well enough to abandon 
treatment. In 1952, she again sought advice, but it was found no longer possible to 
relieve her with any of the antihistaminics. In May 1957, she began to take pro- 
chlorperazine, 10 mg. twice daily, and for the past seventeen months has had no 
headache severe enough to keep her in bed, and no vomiting. On many occasions 
during the previous years she had required injections of ergotamine, being utterly 
helpless during attacks 


DISCUSSION 
Migraine is pre-eminently a malady in which the family doctor is in a 
position to give the best help. He knows the family history, the atmosphere 
of the home, the tensions which confront the patient in his work and in all 
aspects of his life. It is he who is called to the sufferer when prophylactics 
and palliatives have failed 
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Whilst caution is necessary in deciding on the value of any drug in 
migraine, it must be stressed that nearly all the patients dealt with in this 
report were in a position to compare the value of prochlorperazine with that 
of other prophylactic therapy. At first phenobarbitone, or ‘bellergal’, were 
the prophylactics most used. Garland (1954) advised the prescription of 
phenobarbitone, } grain (15 mg.) twice or thrice daily, ‘over a long period’. 
Wittich (1952) advised ‘bellergal’ tablets (phenobarbitone 20 mg., ergotamine 
tartrate 0.3 mg., and levorotatory alkaloids of belladonna 0.1 mg.), up to 
six a day. Subsequently a trial was made with antihistamines, and some 
patients experienced more relief. Prochlorperazine is the latest of a series 
of drugs I have used during a survey covering twelve years with subsequent 
follow-up sufficiently long to exclude any psychogenic effects. 

Wolff has described in detail the mechanism of the migraine attack, 
with an initial phase of vasoconstriction of the cerebral arteries, followed 
by vasodilatation. Weiss and English (1944) claim that in migraine psycho- 
somatic factors act as triggers, rather than as primary factors. Since it has 
been suggested that the ataractics in general can be of value in psycho- 
somatic disorders it is reasonable to infer that prochlorperazine may at least 
reduce the number of occasions when the ‘trigger’ is actually pulled; it may 
also reduce the force of the resulting ‘explosion’. In practice it has been 
interesting to note the greatly reduced requirements of these patients for the 
‘emergency’ preparations containing ergotamine. 


SUMMARY 
Prochlorperazine (‘stemetil’) was administered as a regular daily therapy to 


26 patients with migraine encountered in general practice; these were all the 
patients for whom other prophylactic measures had failed to give adequate 
relief of the frequency and severity of the attacks of migraine. 

Over a period of observation ranging from twenty to thirty-eight months, 


five patients have remained free of all symptoms. Eleven patients were so 
much better that their work was no longer interrupted. Six patients were 
less well than when taking other prophylactics. Three patients showed 
intolerance to the drug. One patient showed no response of any kind. 


My thanks are due to Mr. D. M. Stevens for valued advice during the investiga- 
tion, and to May & Baker Ltd. for the initial supplies of ‘stemetil’. 
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DISCUSSION ON PROSTATECTOMY : 
FARLY OR LATE? 


Feb uary 17, 1 g6o 


Mr. Howard G. Hanley (S?. Peter's, St. Paul’s and St. Philip’s Hospitals, 
London).—Retention is the bugbear of the prostatic surgeon. It is not the 
retention per se, with its temporary discomfort, which is so important, but 
the fact that retention only occurs after considerable damage has been done. 
It is the decompensation and ill health leading up to retention which make 
it a point of no return. In a consecutive series of 214 prostatectomy opera- 
tions in an acute general hospital the operative mortality following retention 
of urine was 8 per cent., whereas in the absence of retention it was only 
2.5 per cent. This is a significant difference, and indicates the very poor 
general condition of the average patient with retention of urine. To the 
urologist, it is the patient’s general condition—the state of his cardiovascular, 


respiratory, and central nervous systems—that matters, rather than his 


renal function or his age in years. Only two of the 14 deaths in the series 
quoted were due to urinary complications: one due to pyonephrosis, and 
one to pyelonephritis. All the rest died from general medical causes or 
from being ‘just too old’. 

The two great hazards of prostatectomy have always been hemorrhage and 
infection. ‘Today the picture has changed considerably. The operative 
morbidity and mortality have been so considerably reduced that we should 
now be considering operation for convenience rather than for sheer necessity. 
Improved hemostasis, for example, has made completely closed drainage 
possible without the necessity of bladder washouts, and infection and 
hemorrhage can be adequately controlled. 


rHE HAZARDS OF ACUTE RETENTION 

‘The reasons why acute retention must be avoided at all costs can be sum- 
marized quite briefly. As the prostate slowly enlarges, the bladder muscles 
hypertrophy, and for many years the emptying efficiency is maintained. This 
is a silent physiological compensation which in many individuals continues 
‘unto the end’. As soon as bladder compensation fails, however, emptying is 
interfered with and a small quantity of residual urine is left after mic- 
turition. In itself this is of little consequence, but it is a warning that the 
point of physiological compensation has been passed. Infection may now 
occur and the problems of ureteric reflux, renal back pressure and over- 
flow incontinence follow in due course. It is most unlikely that acute 
April 1960. Vol. 184 (507) 
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retention due to prostatic obstruction will ever occur until the stage of 
decompensation has been reached. In other words, truly acute retention is 
rare, as compared with acute upon chronic retention, and it is almost 
invariably the final precipitating causes of the retention which are the danger 

and not the stoppage per se. The most dangerous form of retention from 
the urologist’s point of view is that which occurs in a man who is already 
ill in bed with some medical complaint such as pneumonia, bronchitis, or 
cardiac failure, and this is when the mortality rises. 


INDICATIONS FOR OPERATION 
When should one decide that a man with moderate prostatic symptoms 
should have an operation? It is the poor-risk patient who should have an 
early operation, before he becomes any worse. Unfortunately this is the 
type of patient who is put off—just because he is unfit. Of the 214 con- 
secutive prostatectomies referred to, over 70 per cent. were seen with acute 
retention, whilst at St. Paul’s Hospital 25 requests from the Emergency 
Bed Service to admit an acute retention were made during the month of 
January 1960: nearly one per day. In contrast to this, why is it so rare to 
see a private patient with acute retention? This cannot possibly be a question 
of economics, for prostatectomy costs the hospital patient nothing, whilst for 
the private patient it is very expensive. 

1 suspect that in the great majority of cases, the general practitioner 
does not see these patients any earlier than the urologist and | think it is 
a matter of educating a rather misinformed public. Many men consider it 
normal to have difficulty, frequency, and dysuria as they get older. A further 


complicating factor is that these patients are also afraid of hearing the truth: 


namely that an operation will be necessary. 

The size of the adenoma per se is not necessarily related to the need for 
operation, but it is a sign which cannot possibly be ignored even if the 
patient has very few symptoms. The weights of a consecutive 100 adenomas 
removed at St. Peter’s and Paul’s have been analysed according to the age of 
the patient. This showed that the adenoma doubles its size between 65 and 
75 years of age. The difficult decision arises in the man with symptoms, 
but a relatively small prostate on rectal examination. 

Day frequency is not necessarily a symptom calling for operation. Noc- 
turnal frequency, however, if it interferes with sleep, will rapidly under- 
mine health, whilst difficulty and dribbling are self-evident danger signals, 
and call for surgery. So far as I am concerned, one attack of retention 


is sufficient justification for insisting upon operation. 


4 QUESTIONNAIRE FOR GENERAL PRACTITIONERS 
Finally, | would pose a series of questions to my general-practitioner 
colleagues—questions which only they can answer. 

(1) Apart from an attack of retention of urine, what do you consider to be 
the most important symptom calling for prostatectomy? 
(2) Do you urge a man to have his prostate removed early because he has 
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cardiovascular or respiratory disease, or do you postpone operation in the 


hope that he will never require surgery because he has cardiovascular or 


respiratory disease? 

(3) What proportion of your frail old men have an illness which confines 
them to bed without precipitating urinary troubles? 

(4) We could halve our operative mortality by sending many patients home 
with a permanent suprapubic cystotomy. What would be your reaction to 
such a procedure? How many of you have patients with permanent cystoto- 
mies? In such patients are the tubes changed by (a) the patient or relatives, 
(b) the district nurse, (c) you yourself, (d) at hospital? 

(5) The ‘black month’ for retention is February. This is also the worst 
month for respiratory disease. Urinary symptoms improve during the spring 
and summer months. Do you find that a man who has suffered from urinary 
trouble during one winter has similar trouble during the next winter, and 
if so should he be investigated during the summer months? 

(6) When you send a ‘prostatic case’ with minimal symptoms to out- 
patients, do we send him back with ‘comforting words’ only? 

(7) Is a senile old man who has had his prostate removed years before, 
easier to manage than one who has not? 

(8) Does removal of the prostate prevent any urinary complications in 


such frail old men? 


Dr. R. A. P. Paul (Hillingdon, Middlesex).—\n endeavouring to answer 
Mr. Hanley’s questions, | have been making some inquiries from my 
patients who have had a prostatectomy. Surprisingly enough, they had been 
little aware of their condition until acute retention supervened. Many men 
have got up at night to micturate all their lives, and when they become 
older they sometimes welcome an excuse to have a wander round the house. 
Even so, I would consider getting up at night three or more times as an 
indication for investigation and possible prostatectomy. I would like to 
postpone prostatectomy in old men in the hope that surgery will be un- 
necessary. Many old men have symptoms of an enlarged prostate for many 
years without acute retention, until the crisis is provoked either by anxiety 
or drugs. A man with concomitant respiratory disease may lose contidence 
and have a spasm of a sphincter as well as the bronchioles, when his own 
doctor goes on holiday and someone else comes to see him. Admission 
to hospital for other reasons may often precipitate acute retention because 
of anxiety and the inability to pass urine when desired. I do not think that 
prostatectomy prolongs life for very long. Blood urea and the kidney con- 
dition at the time of operation will determine whether deterioration 
continues after operation or not. Ephedrine or belladonna, prescribed for 


bronchospasm, may produce acute retention 


‘COMFORTING WORDS’ 
Sometimes on referring patients to hospital, one gets only comforting 
words in return, but I may only be seeking comfort when little else is 
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possible. In these circumstances I would prefer the consultant to send the 
patient back to me, and not to allow him to continue attending as an out- 
patient. 

A doctor friend of mine attended a 35-year-old man who suffered from unbearable 
frequency and great difficulty in passing urine. Complete investigations were 
negative, but the patient demanded that something would have to be done. My 


friend suddenly thought of chlorpromazine and the patient’s condition was cured 
after taking the pills for only one day! 


A psychiatrist once told me that the two most pleasurable things in life 
were the acts of evacuation of the bowels and the bladder. But whether this 
is so or not we use the coldest room in the house for our pleasure. The 
old man must sit down in this cold atmosphere to micturate as he is afraid 
that if he strains he will also open his bowels. He must strain because he 
has lost the facility to relax and this may be the big factor in his respiratory 
condition. Sitting down is physically wrong as the ‘pipe line’ is above the 
‘tank’. Clothes also may constrict the already inadequate flow. Emptying 
the bladder standing up, even after sitting down to defecate, would prevent 
the residue left in the bladder and the resulting infection. I am sure that 
we must give more thought and consideration to teaching people to 
do the normal things in life relaxed, such as breathing, micturition and even 
walking. 

The most opportune time for prostatectomy must be early rather than 
late before kidney efficiency has dropped too far. The general practitioner 
should watch his elderly patients of over 50, particularly those with any 


tendency to bronchitis or cardiovascular disease. If there is any loss of 
kidney efficiency they should have a prostatectomy, although surgery should 
be avoided in the more elderly, aged 65 and upwards. I believe that many 
of these would do well with cystotomies, but I would not relish having to 
look after them. 


I know two doctors who have had prostatectomies, one before he was 50 and 
the other in the early 50’s. Investigation showed some loss of kidney function in 
one of these doctors and the other suffered unbearable frequency when sitting and 
watching a football match. Now he can do this without a shiver and what more 
could one ask for an early prostatectomy? 


Dr. R. I. Bodman (St. Peter's, St. Paul’s and St. Philip’s Hospitals, 
London).—As an anesthetist, the three most important factors which 
influence my assessment of the risks of the operation of prostatectomy are 
old age and its two complications—cardiovascular and respiratory disease. 


THE INFLUENCE OF AGI 
The ages of patients who attended at Hillingdon Hospital last year for the 
treatment of urinary obstruction extended from 50 to go years; the average 
being 69 (fig. 1). Is the patient’s expectation of life at this age sufficient to 
justify the trauma involved in a major operation? The Registrar General’s 
reports show that the average man at 70 can expect another nine years, and 
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at 75 he can expect to live to 82. It is therefore well worth while treating a 


disabling condition if such a period of relief can be expected. So far as age is 
concerned the conclusions are that it is better to operate at 65 than at 75; 
but at 75 it is still worth operating. Nevertheless, any surgical unit engaged 


in genito-urinary surgery has to deal with old people and the mortality for 


the operation of prostatectomy can be high. In the older man death usually 


occurs from cardiovascular or respiratory disease. 


CARDIOVASCULAR DISEASI 
At least a fifth of all patients coming to prostatectomy had a history of 
hemiplegia or coronary thrombosis, or were found to be suffering from angina 


7 patients re 
| 


opstructior 


pectoris or severe hypertension. Unfortunately, the electrocardiogram 
cannot detect when a patient is going to have a coronary thrombosis before 
operation and we have had patients die from this cause. This hazard has to 
be accepted in the age-group with which we are dealing. In my experience 
the most important guide to a patient’s fitness is his exercise tolerance, 
based on his walking habits. How far can he walk, without getting out of 
breath? Can he walk upstairs? Can he walk and talk at the same time? 

Our experience leads me to conclude that cardiovascular disease per se 
is not a contraindication to prostatectomy, provided that anoxia is pre- 
vented and that blood loss is measured and replaced. During anzsthesia 
the heart is under less stress and has less work to do and is consequently 
better off than during consciousness. Provided a patient can get about, 
and there is a reasonable expectation of his condition being improved by 
prostatectomy, we regard him as fit. Even in heart failure a patient who 
responds to treatment can be operated on when he recovers. 


RESPIRATORY DISEASI 
Disease of the respiratory system is of particular interest to the anesthetist 
for two reasons. First, severe emphysema or asthma may interfere with the 
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ventilation of the unconscious, paralysed patient. Secondly, old people 
often suffer from chronic bronchitis and this can act as a reservoir from 
which acute infection can easily arise after operation. It is of some im- 
portance to be able to assess the patient’s respiratory function before 
anzesthesia. ‘The vital capacity is a help, but it is of limited value as a guide to 
diagnosis: in passing, it is worth noting that it decreases with age and 
at 80 years is only 50 per cent. of the ‘normal’ value for a given height and 
weight. 

A more useful measurement is the rate of flow of a forced expiration: 
this is related to the patency of the bronchial tree. The Wright peak flow 


Fic. 2.—The candle test of expiratory effort 


meter is a convenient apparatus for measuring this. An even simpler test 
can be done with a candle. This | have modified by providing a tube to 
blow through and by fixing the candle on a broomstick (fig. 2) have made it 
roughly quantitative. ‘he candle is lit and, starting at a distance is advanced 
towards the mouthpiece: the patient fills his lungs each time and gives a 
short sharp ‘puff’ at the candle, until he succeeds in blowing it out. The 
distance from mouthpiece to candle gives a rough measure of his expiratory 
effort. 

Asthma may be treated with bronchodilators by mouth and by inhalation. 
Chronic infection should be treated with postural drainage and percussion, 
twice daily for a week; the appropriate antibiotic may be prescribed after 
culturing the sputum. Provided the patient responds to treatment operation 
may safely be undertaken. 

Very often old patients, who present in the medical wards with acute 
bronchitis and heart failure, and are put to bed, promptly get acute retention. 
This may result in uramia, confusion and broncho-pneumonia and so a 
vicious circle is started. Fortunately this is usually amenable to treatment 


and, if prostatectomy is carried out, the patient will have one less hazard 


to face next winter. 





FATHER AND SON 


THOMAS BEDDOES ann THOMAS LOVELL BEDDOES 


By BRIAN HILL 


Tuomas Beppoes, the elder, is chiefly remembered today for the help that 
he gave Sir Humphry Davy in the early stages of that great chemist’s 
distinguished career, and for the fact that he fathered a poet of original and 
powerful genius. In his own day, however——the last years of the eighteenth 
century and the beginning of the nineteenth century—people spoke and 
wrote of ‘the celebrated Dr. Beddoes’ and when he died great poets mourned 
his passing. 

Thomas Beddoes was born at Shifnal in Shropshire on April 13, 1760, 
the year that George III succeeded to the British throne. Bridgnorth 
Grammar School and Pembroke College, Oxford, in turn undertook his 
education. The boy proved an eager scholar. During his time at the 
University, for instance, we are told that he taught himself French, Italian 
and German. From Pembroke he went on to study medicine in Edinburgh 
and London, returning to take his M.D. at Oxford. 

Beddoes’ first post after qualifying was that of reader in chemistry at 
Oxford, to which he was appointed in 1788. He resigned, however, some 
four years later, largely, it seems, because of his radical political opinions 
which were freely expressed. He did not disguise, for example, his sympathy 
with the ideas behind the French Revolution, ideas which understandably 
were viewed with disfavour by the authorities. 


Beddoes then returned to the country of his boyhood, setting up his plate 


at Bristol, where he gained a considerable reputation as a general practi- 
tioner. Among his patients were the three poets, Wordsworth, Southey and 
Coleridge. About this time he married, and his choice of a wife probably 
contributed in some part to the literary genius of his eldest son, for she was 
Anna, a daughter of Richard Lovell Edgeworth, that remarkable and much 
married Irishman, and a sister in consequence of the novelist, Maria 
Edgeworth. Four children, two boys and two girls, were born of this 
marriage. 
LITERARY WORK 

In the intervals of attending on his patients, Dr. Beddoes also managed to 
produce a number of literary works. These varied from a long didactic 
poem (modelled on the work of Erasmus Darwin) on the conquests of King 
Alexander the Great to popular essays on medical subjects. 

As his career as an Oxford don suggested, the doctor held decided views, 
sometimes in advance of his time, on a number of hygienic and medical 
problems, and he was not backward in voicing them. There was, for 
instance, a treatise on the evils of drunkenness which followed the fortunes 
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or rather the misfortunes—of ‘Isaac Jenkins and Sarah his wife, and their 
three children’; ‘Hygeia, or Essays Moral and Medical on the causes 
affecting the personal state of our middling and affluent classes’ (in three 
volumes) soon followed; whilst the Doctor’s commonplace book was 
crammed with notes on all sorts of subjects. The ill effects of the weekly 
washday on the health of some of his female patients did not escape him. 


‘Can no good genius’, he asked, ‘invent a machine by which opulent neighbours 
attentive to their hard-fated fellow creatures, may be able to relieve some of them 
from this destructive drudgery?’ 

Then there was sex instruction for the young. Beddoes thought that the 

best way of teaching the growing generation in such matters was that, at an 
early age, they should be 
taught some natural history 
and the anatomy of animals, 
‘continuing through the dis- 
section of hens and pregnant 
frogs till they were invited to 
witness the labour-pangs of a 
domestic quadruped’. 


rHE PNEUMATIC 
INSTITUT! 

Perhaps the most extraordi- 
nary result of what a fellow- 
scientist called a ‘wild and 
active imagination which was 
as poetical as Darwin’s’ was 
Dr. Beddoes’ Pneumatic In- 
stitute for Relieving Diseases 
by Medical Airs. This estab- 
lishment was opened at Bristol 
hot wells at Clifton, very 
largely through the generosity Thomas Beddoes, from a pastel by Sharples of Bath 
of two wealthy men. William (By courtesy of the Bristol City Art Gallery and the 
Lambton, the father of the first Royal Cottage of Fngeanam.) 
Earl of Durham, contributed £1,500, and Josiah Wedgwood, the potter, 
{1000; and an elaborate apparatus was constructed by James Watt for 
producing the ‘factitious airs’ to which the patients were exposed. These, it 
appears, included oxygen, hydrogen, carbonic acid and other gases, for the 
doctor claimed many virtues for inhalation: it was, he said, a remedy for 
scrofula, melancholy, some forms of dropsy, asthma and consumption. 

Appointed as superintendent of the Institute was a young chemist in his 
early twenties, who was, in fact, the future Sir Humphry Davy, and it was 
at Clifton, in 1799, that Davy discovered the properties of nitrous oxide or 
‘laughing gas’. In his own account of his experiments he describes how on a 
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cautious inhalation he experienced ‘the most vivid sensation of pleasure 
accompanied by a rapid succession of highly excited ideas’. The new gas 
was added to the other ‘factitious airs’ for which the Institute was famous, 
and among those who tried its effects were two of the doctor’s literary 
patients, Coleridge and Southey. Davy himself published the following 


opinion on his experiments: 


‘As nitrous oxide in its extensive operation seems capable of destroying physical 
pain, it may probably be used with advantage during surgical operations in which 
no great effusion of blood takes place’. 


rHE DOCTOR DIES 
On Christmas Eve, 1808, at the age of forty-eight, Dr. Beddoes died. I have 
not been able to ascertain the cause of his death, but a contributing factor 
may well have been the doctor’s own corpulence. He was so stout that the 
Clifton ladies referred to him as their ‘walking feather-bed’. On hearing of 
his death, Southey remarked: ‘From Beddoes I hoped for more good to the 
human race than any other individual’; whilst Coleridge’s comment was: ‘I 
felt that more had been taken out of my life by this than by any former 
died with its inventor. 


event’. The Pneumatic Institute, alas!, 


4 PROMISING YOUNG POET 
Beddoes’ young family—his eldest son, Thomas, was only five years of age 
was left under the guardianship of his widow and Sir Davies Gilbert, 
M.P., P.R.S. They were, it appears, comfortably off; at any rate, ‘Thomas 
Lovell Beddoes, with whose fortunes we are now concerned, never showed 
signs of seriously wanting for money at any stage of his life. 

The boy's youth was spent in various places in the West Country, with 
occasional visits to Edgeworthtown, his grandfather’s estate in Ireland. 
After a period at Bath Grammar School, he moved on to Charterhouse and 
thence, in 1820, to his father’s old college at Oxford. He was making his 
first tentative flights in literature while he was still a schoolboy, for there is 
talk of a novel, ‘Cynthia and Bugloo’, whilst, as an Oxford freshman, he 
published “The Improvisatore, in three Fyttes, with other poems’, a move 
he later regretted. Indeed, he took such steps to destroy every volume he 
could lay hands on that only five or six copies are still in existence. The 
following year Beddoes made a real impact on the literary world with his 
‘Bride’s Tragedy’, a dramatic work in verse which was highly praised. It 
showed, said the reviewers, a beauty of phrase and a splendour and power 
of imagery that matched, but did not slavishly copy, the Elizabethan 
dramatists. 

Eccentric and often idle at Oxford, Beddoes yet managed to put in a good 
deal of hard work, but, while he was actually in the middle of the examina- 
tion for his degree, he was summoned to his mother’s death-bed in Italy. 
He did not take his B.A. degree until the following spring, and then, on the 
advice of Dr. King, an uncle by marriage, proceeded to Géttingen to embark 
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on his medical studies. For, again following in his father’s footsteps, the 
boy had decided to become a physician. 


“‘DEATH’S JEST BOOK’ 

At Gottingen, Beddoes studied physiology under the great German 
zoologist, Johann Friedrich Blumenbach, who called him the best pupil he 
had ever had. For chemistry, 

his professor was Friedrich 

Stromeyer, and for surgery, 

Konrad Langerbeck. One of 

Beddoes’ letters home de- 

scribes the intensive course 

of study which he _ under- 

took: 


‘Up at 5—anatomical reading 
till 6—translation from English 
into German till 7—prepare for 
Blumenbach’s lecture on comp. 
anaty. & breakfast till S—Blumen- 
bach’s lecture till g—Stromeyer’s 
lecture on chemistry till 10. 10 to 
4 p. 12 practical zootomy—+4 p. 
12 to1 English into German or 
German literary reading with a 
pipe—1 to 2 anatomical reading 
—3to4 osteology 4to5 lecture 
on German language —5 to 6 
dinner and light reading in pau x es 4 
zootomy, chemistry or anatomy 


& to 9. this hour is very often Thomas Lovell Beddoes. (By courtesy of the Master, 
ae b > . , ° , 

79. yo Fellows and Scholars of Pembroke College, 
wasted in a visit, sometimes Ouferd) 


anatomical reading till 8. Then 

coffee, and read Greek till 10; 10 to 11 write a little Death’s Jest Book which is a 
horrible waste of time, but one must now and then throw away the dregs of the 
day; read Latin sometimes or even continue the anatomy—and at 11 go to bed’. 


‘Death’s Jest Book’ was the verse tragedy on which Beddoes was working 
at the time. It occupied him in snatches for several years and, although he 
was always inclined to speak disparagingly of his own work, it is clear that 
he expected greatly to enhance his reputation with it. He was therefore 
bitterly disappointed when, on sending the completed manuscript home to 
his friends in 1829, he was told that it would be most inadvisable to publish 
the play without extensive revisions. In fact, ‘Death’s Jest Book’, a work 
which contains passages of brilliant poetry in spite of its obscurity and 
formlessness, did not appear in print until after its author’s death. 

This setback seems to have coincided with a period of depression which 
ended in an abortive attempt to take his own life. Disappointed in this 
attempt, Beddoes got grandly and destructively drunk. In consequence he 
was expelled from the University before the completion of his studies. He 
removed himself to Wiirzburg where he took his M.D. degree in 1831; he 
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did not, however, submit the usual thesis for his diploma which went 
unclaimed. It was not long before this unconventional student was in 
trouble again. This time his political propensities were the cause. He threw 
himself wholeheartedly into the radical movement, made violent speeches 
and quickly became a marked man to the authorities who were naturally 


irritated by the behaviour of a subversive foreigner in their midst. In 1832, 
a Government decree ordered Beddoes to leave Bavaria within seven days. 
The document gives a detailed description of the poet at this time: 


‘Height 5’ 7”, hair light-brown, forehead high, eyebrows fair, eyes dark, nose 
fairly long and pointed, mouth big, chin rather prominent, face oval, complexion 
pale, build slight, neglected clothing, light grey coat, white breeches . . . speaks bad 
German, fair moustache, bad teeth’. 


Beddoes tried by various means to make the decree inoperative, even 
going so far as to get himself imprisoned for debt. Eventually he had to 
pack up his belongings and move on again. 


ARSON AND SUICIDI 

His next refuge, after a brief visit to Frankfurt, was Zurich, where he was 
quick to matriculate as a student of the University. He soon became known 
to the medical professors and in 1835 a recommendation was made that he 
should lecture on comparative anatomy. Nothing came of this suggestion, 
however, probably because Beddoes had never published any medical 
work or held a University appointment; perhaps, too, his eccentricities and 
propensity to practical joking went against him. Four years later he was on 
the move again. In 1839, the liberal Government was overthrown by force 
and most of Beddoes’ radical friends had to fly from Zurich. The poet soon 
followed them. This time, after an interlude in England, he settled in Berlin 
where he attended lectures at the University. Whether he also practised as a 
doctor is not clear, although the address book gave his name as ‘Doctor 
of Medicine’. 

In the summer of 1846 he paid what proved to be his last visit to his 
home country, but it seemed as if the bohemian life he had been leading had 
unfitted him for ordinary social contacts. ‘Nothing’, he wrote, ‘can equal 
my impatience and weariness of this dull idle pampered isle’, and again 

‘Drink, Britannia, Britannia drink your Tea, 

For Britons, bores and buttered Toast! they all begin with B’. 


There was also a strange incident at Drury Lane when the poet was found 
expressing his distaste for contemporary drama by an attempt to set the 
theatre on fire. This he was trying to do by holding a burning five-pound 
note against a chair. His friends on this occasion managed to save him 
from arrest. 

In 1847, Beddoes was in Frankfurt again, and here, while engaged in 
dissection, he cut his finger and contracted blood poisoning. After a long 
illness, he recovered sufficiently to travel to Switzerland, but shortly after 
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his arrival was taken to Basle Hospital because he had opened an artery in 
his left leg with a razor. It is said that he proved a most intractable patient, 
repeatedly trying to tear off the bandages in his determination to end a life 
of which he had grown weary. Eventually, the leg was amputated below 
the knee. 

On the evening of January 26, 1849, the poet succeeded in accomplishing 
his design. This time he took poison and in a note folded on his breast 
was written: 


‘I am food for what I am good for—worms.. . 
I ought to have been among other things a good poet’. 


He was 45 years of age when he died. 


‘THE POET OF DEATH’ 

Beddoes has been called ‘the poet of death’ and certainly his preoccupation 
with the furniture and trappings of mortality accounted for some of his 
finest work. ‘Not Baudelaire’, said Arthur Symons, ‘was more amorous of 
corruption; not Poe was more spellbound by the scent of graveyard earth’; 
whilst Robert Browning more bluffly commented that ‘he frightens one to 
death at dying—just as they do abroad when on every church wall you see 
a horrible capering Death flourishing his scythe in your face’. 


Space precludes more than a suggestion of this doctor-poet’s work, but 
here he is on the subject of life’s uncertainty: 


“Yet men die suddenly: 
One sits upon a strong and rocky life, 
Watching a street of many opulent years, 
And Hope’s his mason. Well! to-day do this, 
And so to-morrow; twenty hollow years 
Are stuffed with action :—lo! upon his head 
Drops a pin’s point of time; Tick! quoth the clock, 
And the grave snaps him’. 


And here is his memorable picture of a crocodile: 


‘Hard by the lilied Nile I saw 

\ duskish river-dragon stretched along, 

The brown habergeon of his limbs enamelled 
With sanguine almandines and rainy pearl; 
And on his back there lay a young one sleeping, 
No bigger than a mouse; with eyes like beads, 
And a small fragment of its speckled egg 
Remaining on its harmless, pulpy snout: 

A thing to laugh at, as it gaped to catch 

The baulking merry flies. In the iron jaws 

Of the great devil-beast, like a pale soul 
Fluttering in rocky hell, lightsomely flew 

A snowy trochilus, with roseate beak 

Tearing the hairy leeches from his throat’. 
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CXLVIII.—SOME CLINICAL USES OF CHYMOTRYPSIN 


By ELLIOTT W. STRAUSS, M.D. 
Assistant in Medicine, Peter Bent Brigham Hospital, Boston, Massachusetts, U.S.A. 


ALPHA-CHYMOTRYPSIN is a proteolytic enzyme which may be obtained from 
mammalian pancreas. ‘The enzyme is secreted as an inactive precursor, 
chymotrypsinogen, which may be activated by trypsin. Several other 


proteolytic enzymes including beta- and gamma-chymotrypsin may be 
formed as a result of the activation of chymotrypsinogen. The action of 
chymotrypsin under physiological conditions includes the hydrolysis of 
peptide linkages of ingested proteins in the upper intestinal lumen. In the 
laboratory chymotrypsin may also cause hydrolysis of esters and other 
bonds of suitable substrates. Transpeptidation may be catalysed under 
appropriate conditions. 

In recent years the enzyme has been used in clinical medicine for its 
local effect on certain substances and lesions, and has been given parenterally 
for the treatment of various disorders. The mechanism of these actions of 
chymotrypsin is often uncertain. Both the gross target and chemical reac- 
tions of the enzyme have at times not been completely identified. Adverse 
sequela to the enzyme have been few in number and of minor importance. 
An intramuscular dosage of 2.5 mg. was reportedly beneficial (Iglauer and 
Simon, 1958) whilst 40 mg. administered intravenously was not toxic 
(Kryle et al., 1956). The dose may be expressed as units of enzyme activity 
derived from chymotrypsin’s action upon a specific substrate such as 
hemoglobin. The following brief review of some recent studies indicates 
the various types of clinical use of the enzyme. 


ZONULOLYSIS 

Recently the dramatic effect of chymotrypsin as an aid in cataract surgery 
has attracted attention. Initially, Barraquer (1958) observed that chymo- 
trypsin apparently caused lysis of the fibres of the ciliary zonule of a patient. 
Subsequently he produced this effect on human eyes in vitro and in a series 
of patients. Barraquer stated that the use of the enzyme for cataract surgery 
may minimize complications arising from excessive traction during intra- 
capsular extraction such as capsular rupture, loss of vitreous, traumatic 
iridocyclitis, and separation of the retina. The enzyme apparently was not 
similarly effective upon the fibres of the ciliary zonule of rabbit. The reason 
for the peculiar sensitivity of the zonule fibres to chymotrypsin is not ap- 
parent. The exact chemical nature of these structures is not clear. Histo- 
chemical studies have shown that they differ from collagen and elastin. 

The use of chymotrypsin for cataract surgery has been evaluated by a 
number of clinical studies since Barraquer’s observations. The enzyme has 
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usually been introduced into the eye as a five-thousand-fold dilution with 
sterile isotonic saline, and zonulolysis has been achieved apparently by total 
amounts of chymotrypsin varying from o.1 mg. to 1 mg. Exposure to the 
enzyme has been permitted for as little as two and a half minutes. A lytic 
effect upon the zonule fibres has been confirmed by a number of observers 
(Ainslie, 1959; Lewis and Oglesby, 1959). The enzyme’s use in patients 
over sixty years of age was regarded by Zorab (1959) as perhaps un- 
necessary. According to Henderson (1959), the lytic action on the zonule 
fibres was noted to be more marked in older patients and in eyes having 
more mature cataracts. Although chymotrypsin was valuable in more youth- 
ful persons, the enzyme had little effect in some young patients (Rizzuti, 
1959; Cogan et al., 1959). The reason for these failures was not clear. Post- 
operative complications due to the enzyme were not observed in either the 
early or late stages of convalescence, but one study suggested that its use 
resulted in a lytic effect on the lens capsule as well as the zonule fibres, and 
possibly caused a delay in re-formation of the anterior chamber (Henderson, 
1959). This same study also suggested the need for observations in a control 
series of patients. 


DIAGNOSIS OF MALIGNANT DISEASE 

Chymotrypsin has been employed for diagnostic and therapeutic purposes 
to break down mucus secreted by epithelial cells. Rubin and Benditt (1955) 
administered 7 mg. of alpha-chymotrypsin in 500 ml. of acetate buffer at 
pH 5.6 by stomach tube to 64 patients who were suspected of having 
carcinoma of the stomach. Malignant cells, excellently preserved, were 
observed in the gastric fluid recovered from 19 of 20 patients who proved 
to have carcinoma of the stomach. ‘The enzyme was believed to release the 
exfoliating cells from mucus covering the gastric mucosa. In another study, 
60 out of 75 patients with proven gastric carcinoma were diagnosed correctly 
by the chymotrypsin method (Klayman et al., 1955). Very few falsely posi- 
tive results were obtained from the 313 patients who were studied in this 
way. In still another series of 60 randomly chosen patients with suspected 
carcinoma of the stomach the chymotrypsin method allowed the correct 
diagnosis of gastric malignancy to be made in 10 out of 15 patients (Brenner 
et al., 1958). here were no false positives. 

Sputum preparations were obtained from 22 patients with squamous-cell 


carcinoma of the lung by Umiker and his colleagues (1958). The sputum 
was digested in vitro with chymotrypsin at pH 7.5 for sixty minutes at 57°C. 
Direct observations of the destruction of mucus under these conditions were 


striking. The digested sputa contained larger numbers of malignant and 
benign squamous cells as well as leucocytes than the undigested controls, 
but the percentage of positive smears prepared with the aid of enzymatic 
digestion was not greater than that prepared without digestion. Apparently 
10 of the 22 sputa were positive by the chymotrypsin method whilst 11 of 
the 22 undigested sputa were positive. Two patients with adenocarcinoma 
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and one patient with an undifferentiated (‘oat-cell’) carcinoma were studied 
in a similar manner. Their digested sputa contained greatly altered or 
destroyed neoplastic cells, although the malignant cells were clearly evident 
in the undigested sputa. Apparently chymotrypsin also destroyed ‘ normal’ 
columnar cells in vitro. 
CHRONIC BRONCHITIS 

Chymotrypsin was not toxic to 36 patients with chronic bronchitis to whom 
5 mg. of the enzyme were administered by insufflation, along with 5 mg. of 
a preparation of desoxyribonuclease (Robinson et al., 1958). ‘Twelve of the 
patients had bronchiectasis. 

This enzyme mixture was administered three times a day for five days without 
the use of antibiotics or other medication during this time, the aim being to clear the 
respiratory passages of obstructing mucus and exudate. As a result of the therapy, 
86 per cent. of the patients had sputum of decreased viscosity which was also 
markedly altered as judged by microscopic examination, 67 per cent. were sub- 
jectively better and 44 per cent. displayed improved physical signs. Chymotrypsin 
was believed to be less irritating than trypsin. Desoxyribonuclease was thought 
to have caused bronchospasm in two of the patients. 

The precise role of chymotrypsin in these patients is not altogether clear 
because it was given with another active agent. Further, since the patients 
might possibly have been helped in part by the anti-inflammatory action of 
the enzyme, chymotrypsin’s effect on the digestion of mucus im vivo was 
not clearly delineated. The use of more detailed controls would have aided 
the evaluation. 

TOPICAL USI 

The effectiveness of topical enzyme therapy was regarded by Tillett (1957) 
as due in part to the increased liquefaction of exudate. Proteolytic enzymes 
might cause similar physical changes directly in exudates, allowing cellular, 
humoral and antibiotic agents to have more ready access to harmful foci. 
The chemical identity of the substances affected by topically applied 
chymotrypsin, however, has not been completely clarified. Devitalized 
tissue as well as denatured proteins are particularly susceptible to the pro- 
teolytic enzymes. The anti-inflammatory action of the enzyme might also 
be invoked as another possible therapeutic mechanism, assuming that this 
differs from the direct lysis of exudate. 

Chymotrypsin was used by Prueter and his colleagues (1957) with ap- 
parent effectiveness as a débriding agent for the necrotic and suppurative 
lesions of 60 patients. ‘The enzyme was dissolved in Sorensen buffer at 
pH 7.6 or in carboxymethyl cellulose gel. Decubitus ulcers, stasis ulcers, 
severe burns, chronic abscesses, carbuncles, infected wounds, and osteo- 
myelitis were treated with the enzyme. Débridement of superficial ulcers 
required forty-eight to seventy-two hours whilst deeper lesions needed four 
to five days. Insufflation of chymotrypsin as a dry powder was found to cause 
capillary bleeding and pain attributable to high local concentrations of the 
enzyme. Although this point is not entirely clear, due to the different 
preparations of chymotrypsin used in the two studies, it would appear 
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that the dosage in this instance was higher than that delivered by insufflation 
to the patients with bronchitis described above. 


PARENTERAL ADMINISTRATION 
In addition to the conditions for which chymotrypsin has been used for 
local effects the enzyme has been employed for a variety of conditions by 
parenteral administration, principally by intramuscular injection. The use 
of chymotrypsin in this manner apparently stems from studies concerned 
with the action of parenterally administered trypsin which was regarded as 
having an anti-inflammatory action (Innerfield, 1957). The mechanism of 
this effect has not been completely clarified. Chymotrypsin has been given 


by intramuscular injection in oil or as an aqueous preparation. In some 


instances it was given intravenously. More recently chymotrypsin has been 
prepared for buccal administration. The subsequent fate of the enzyme 
when it is given by this last route is not entirely clear. 

Trypsin and chymotrypsin were given by intramuscular injection to 13 
patients with decubitus ulcers and to 19 patients with ulcers of the lower 
extremities (Iglauer and Simon, 1958). 


The etiological factors responsible for the extremity lesions were listed as follows: 
stasis, II cases; arteriosc ler« SIS, four cases; infection, one case; pressure, one Case; 
unknown, two cases. One patient had an acute slough following noradrenaline 
therapy, and 26 had been treated unsuccessfully with other forms of therapy. 
Twelve of the 19 patients (63 per cent.) showed healing or definite improvement in 
their extremity lesions as a result of parenteral enzyme therapy, whilst decubitus 
ulcers of eight of 13 patients improved or healed. The noradrenaline slough showed 
marked improvement. Other drugs and methods of treating the lesions were withheld. 


The main criterion for the value of the enzyme therapy in this study appar- 
ently was the observation of rapidity and degree of healing rather than the 
comparison with controls. The use of chymotrypsin was not associated with 
adverse reactions. The intramuscular dose of the enzyme was 2.5 mg., and 
treatment was given over a period varying from weeks to two vears. 

In a study of 79 patients, trypsin and chymotrypsin were each regarded 
as valuable in causing a reversal of the inflammatory process, particularly in 
acute thrombophlebitis (Kryle et a/., 1956). Chymotrypsin was given by 
intravenous infusion in a dose of 10 to 40 mg. daily for five consecutive 
days, or 5 to 20 mg. were administered intramuscularly twice a day for the 
same period of time. No other medication was used. The enzymes caused 
subsidence of swelling, redness, heat and pain associated with acute throm- 
bophlebitis in twenty-four hours to five days, usually by forty-eight to 
seventy-two hours. Dissolution of the thrombus apparently did not occur. 
The enzyme therapy was also believed to have aided ulceration due to 
varicose veins. Sensitivity reactions to the enzymes were not observed. 

Chymotrypsin was given by intramuscular and topical routes to patients 
with a variety of dermatological diseases (Cornbleet et al., 1959), for the 
treatment of sprains, bruises and some respiratory diseases (Fullgrabe, 1957), 
various abnormalities of the ear, nose and throat (Muftic, 1957) and in a 
number of ocular conditions (Jenkins, 1956). Zonulolysis has not been 





CURRENT THERAPEUTICS 


reported as a complication of treatment with parenteral chymotrypsin. 


DISCUSSION 

The examples of the therapeutic action of chymotrypsin which have been 
briefly presented suggest that the enzyme may act on individual structures 
such as the zonule fibres, and substances such as tracheo-bronchial mucus. 
As judged by published reports, chymotrypsin also appears to be effective 
when applied topically to certain diseased areas such as leg ulcers. The 
enzyme has also been regarded as beneficial in the treatment of a variety of 
lesions when given parenterally. In many of these conditions simultaneous 
therapy with other agents has been recommended or necessary. 

Since the substrates for chymotrypsin’s action are chemically ill defined 
in all of these instances, the mechanism of the enzyme’s therapeutic effect is 
not clear. Although chymotrypsin might cause zonulolysis or liquefaction 
of mucus by the activation of other enzymes, it seems at least possible that 
it has a direct action in these situations. Similarly, the topical application of 
chymotrypsin on diseased areas may be capable of causing a direct thera- 
peutic effect by at least altering the physical properties of exudates. The 
mechanism of action of parenterally administered chymotrypsin appears to 
be obscure. Chymotrypsin has been observed not to cause fibrinolysis in 
experimental animals except in toxic doses. This suggests that the anti- 
inflammatory action of the parenterally administered enzyme is not mediated 
by the direct depolymerization of fibrin at the site of tissue damage. 

The multitude of conditions for which chymotrypsin appears to be useful 
may be understood perhaps by the possibility that the enzyme can act on a 
number of substrates in vivo. The availability of a wide range of substrates 
and various local conditions in the body tissues might permit chymotrypsin 
to cause these diverse effects. 
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CALLING THE LABORATORY 
IV._THE EXAMINATION OF THE BLOOD 


By WILLIAM M. DAVIDSON, M.D., anv P. T. FLUTE, M.B., 
Department of Clinical Pathology, King’s College Hospital and Medical School 


Most disorders of the blood respond to properly administered treatment, 
chosen on the basis of an accurate diagnosis. Many anemic patients will 
respond to a few shillings’ worth of iron tablets, but if therapy, especially 
multiple therapy, is given without prior investigation the true nature of 
the condition may be obscured until it has advanced to a severe or even an 
incurable stage. Facilities for blood investigation must be afforded to every 
patient suspected on clinical grounds of having a hematological disorder. 
Many complex tests can be performed in the clinical laboratory to elucidate 
diagnosis, but their haphazard use can swamp the facilities so that they 
are not available when really required. It is probably not sufficiently 
appreciated that an accurate clinical appraisal and two simple tests, a 
hemoglobin estimation and examination of a blood film, go far to exclude 
any blood disorder, indicate whether a disorder is likely to respond to iron 
therapy, or show the need for a progressive series of investigations. 


MATERIAL AND INFORMATION REQUIRED 

Capillary blood can be used for these screening tests, but this may involve 
sending the patient to the laboratory. Venous blood, taken into a suitable 
anticoagulant, is more convenient, gives more accurate results and, if 
necessary, allows further tests to be performed at once. Sequestrene 
(E.D.T.A.) is the best anticoagulant to use, and 2 mg. are sufficient for the 
2 ml. of blood required for these tests. The blood should be taken with a 
dry, sterile, syringe and the last drops used to make several thin films to 
be sent, unfixed, to the laboratory with the specimen of blood. Further 
tests suggested by the hematologist may require special blood samples, 
often best taken in the laboratory. 

All the blood tubes, bottles and films must be identified by careful 
labelling, and an accompanying form should state the name, age, and sex 
of the patient, as well as giving the essential details of the clinical picture. 
The latter is very important as it determines, to a great extent, the nature 
and sequence of any further tests. If the history strongly suggests the need, 
a white cell count, an erythrocyte sedimentation rate (E.S.R.), a platelet 
count, and various other tests, may also be performed in the preliminary 
stages. 

METHODS 
In the laboratory the hemoglobin (Hb) can be estimated to within 3 per 


cent. of the true value, usually as oxyhemoglobin using a carefully cali- 
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brated photoelectric colorimeter, but estimates of the same order of accuracy 
can be obtained by means of a simple Haldane apparatus. Even more 
accurate methods, such as the cyanmethemoglobin method, although not 
vet in routine use, are available for special cases. The hamoglobin is 


1 as g./100 ml. of blood, for different values have been taken 


best expresse< 
to correspond to 100 per cent \ rough conversion to a percentage can be 
obtained by multiplying the result by 7. The films must be reasonably 
well made, the ideal is to have the red cells touching but not overlapping, 
and impeccable staining with one of the Romanowsky stains, either Leish- 
man or Jenner-Giemsa, is important. When examined by a competent 
hamatologist the films can give a great deal of important information. 

The routine specimens reaching the laboratory should be screened within 
a few hours. If they are normal further investigation is usually superfluous, 
but if an abnormality is found, and a venous sample has been sent, the 
investigations can be extended immediately. The subsequent tests include 
counting the white cells or platelets, centrifuging the blood under standard 
conditions to obtain the packed cell volume (P.C.V.), determining the 
E.S.R., and employing specially stained films to distinguishing reticulocytes. 
These investigations can be performed only if the blood is fresh, for within 
two or three hours of the specimen being collected changes occur which 
affect the E.S.R. and platelet count, and by twelve hours the white cell 
count has fallen significantly 

When an anemia has been found by the hamoglobin estimation, the 
ratio of the Hb to the P.C.V., both of which can be determined accurately, 
gives a measure of the hemoglobin saturation of the cells: the mean cor- 
puscular hemoglobin concentration (M.C.H.C.). This derived value is of 
great importance in the basic assessment of the type of anemia. The ratio 
of the P.C.V. to the red cell count indicates the size of the red cells: the 
mean cell volume (M.C.V.). This would also help, but cell counts are too 
inaccurate and the calculation is better avoided. A fair estimation of the cell 
size can be made from the blood films. 

When the film suggests an alteration in the white cells or platelets, counts 
can be performed to confirm the findings. These also suffer from the same 
gross inaccuracies inherent in counting methods, but there is no alternative 
method. Perhaps they are of most use for serial comparison in special cases. 
A differential white cell count entails enumerating the different leucocytes 
in a stained film. 


SIGNIFICANCE OF THE RESULTS 
The normal range of hemoglobin levels varies with sex, and to some extent 
also with age, being lower in childhood and in old age. If dehydration or 
over-hydration can be excluded, values above 17 g./100 ml. of blood indicate 


polycythemia, and values below 12 g. anemia. When the hemoglobin is 
less than 8 g. the tissues are deprived of oxygen and activities should be 


restricted; below 4 g. heart failure is imminent and the patient must be 
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Fic. 1 \ diagram showing the method of distinguishing between normochromic and 
hypochromic anzmias by means of the mean corpuscular hemoglobin concentration 
(M.C.H.C.) 

The oblique lines in the figure show the whole series of M.C.H.C. values derived 
from the various hemoglobin levels on the ordinate, and the packed cell volumes 
(P.C.V.) on the abscissa. The dotted parts of the lines indicate the extension beyond 
the highest values ever recorded to the theoretical limits. The haemoglobin is unlikely 
to exceed 28 g. per 100 ml., or the P.C.V. 80 per cent 

When the M.C.H.C. is 36 per cent. the red cells are fully saturated with hemoglobin, 
but below 31 per cent. there is a definite lack of hemoglobin (hypochromasia), and the 
lowest possible level of the M.C.H.C. is about 20 per cent. The shaded area covers 
the possible range of M.C.H.C. values in hypochromic states. 
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confined to bed. The P.C.V. confirms the Hb estimation, the normal range 
being from 36 to 54 per cent. (fig. 1). 

The causes of anzmia can be divided into two main groups. (1) Removal of 
circulating cells, either by hamorrhage, or by haemolysis. A difference 
between these two, important in the treatment, is that in the former 
essential iron is irrevocably lost from the body, but in the latter it is retained 
to be used again. (2) Diminished cell production from: (a) a lack of building 
materials, particularly iron, vitamin B,», or folic acid; (b) an intrinsic defect 
in the precursory cells, either inherited as in thalassemia, or acquired 
as in chronic infections, hypothyroidism, and uremia; and (c) destruction 
of the marrow itself, particularly by invasive neoplasms. Attention to the 
hemoglobin content and the size of the cells, and the presence or absence 
of young and immature forms, goes a long way towards differentiating 


between these causes. 


H®&MOGLOBIN CONTENT OF THE RED CELLS 

The first step is to decide whether the anaemia is normochromic or hypo- 
chromic. In a film the hemoglobin content of the red cells may be judged 
from the central pallor; normal biconcave red cells show only a trace 
(normochromasia), and an increase indicates that the cells are not fully 
saturated (hypochromasia). ‘The M.C.H.C. estimation provides a confirma- 
tory measure of the saturation. ‘he normal range is from 31 to 36 per cent., 
usually between 32 and 34 per cent. At 36 per cent. the cells are saturated 
with hemoglobin. Results below 31 per cent. indicate a degree of unsatura- 
tion, which usually signifies a hypochromic anemia (fig. 1). 

A lack of hemoglobin in the cells is most commonly due to a deficiency 
of iron, as part of a general body deficiency. Usually this can be corrected 


by the administration of oral iron, but any severe cases, or cases failing to 


show a rise in hemoglobin equal to about half the original deficiency within 
three weeks, should be investigated more fully. If the response is poor. 
usually the patient has not been taking the treatment, or there has bee 
continued bleeding, but it may mean that there is really plenty of iron 
which cannot be utilized. A block in haemoglobin synthesis of this type may 
be due to a congenital anomaly or be secondary to some systemic disease, 
Occasionally there is deficient absorption of the iron. These possibilities 
should be investigated before parenteral iron is used. 

Serum iron, and serum iron combining power estimations, examination 
of the bone marrow, particularly for its iron content, and iron absorption 
tests, help to differentiate between these conditions. 


RED CELL STRUCTURE 
The presence of small cells (microcytes), or distorted cells (poikilocytes), 
in the film indicates faulty formation of the cell cytoplasm. This is a feature 
of the hypochromic cells of iron deficiency, but it may be found also in 
normochromic cells in many systemic diseases. It is useless to treat a 
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microcytic normochromic anemia with iron, especially if the underlying 
disease is progressing unhindered. 

The presence of large cells (macrocytes) also indicates faulty cell forma- 
tion, usually from a megaloblastic change in the marrow cells due to a 
discrepancy between nuclear and cytoplasmic development. This is usually 
the result of a deficiency of vitamin B,, or folic acid, but rarely it may be 
caused by folic acid antagonists such as phenytoin or other anticonvulsant 
drugs. A form of macrocytosis not associated with true megaloblastic change 
in the marrow may be found secondary to such conditions as liver disease, 
myxcedema and hemolytic anemia. A correct diagnosis is essential and bone 
marrow examination should be performed. ‘Tests of gastric acidity, ex- 
amination of the stools for fat, and x-ray studies of the intestine for such 
changes as blind loops, may be indicated by the clinical picture. For final 
confirmation B,, levels in the serum can be measured. 


IMMATURITY OF THE RED CELLS 

Normally, under 1 per cent. of the circulating red cells contain remnants 
of the basophilic material from the marrow precursors. With Romanowsky 
stains this material gives a diffuse blue staining of the cells (polychromasia), 
and with special stains it is precipitated in the cells as a thread-like structure 
(reticulocytes). The proportion of these cells increases whenever blood 
formation is stimulated, particularly during recovery from any anemia and 
as a compensatory mechanism in hemolytic anemias. The clinical history 
usually distinguishes the former, and the diagnosis in the latter entails a 
search for evidence of excessive breakdown of hemoglobin. The serum 
bilirubin and the fecal stercobilin may be estimated, and in very difficult 
cases a study of the life span of the red cells, using radioactive isotopes, 
provides the ultimate test for hemolysis. The actual cause of the hemolysis 
may be sought in sensitivity to drugs or foodstuffs, abnormalities of the 
red cell structure, or the presence of antibodies in the circulation. Investiga- 
tions include: skin sensitivity tests, the osmotic and mechanical fragility 
tests, acid and cold hemolysin tests, electrophoresis and alkali denaturation 
of hemoglobin, and the anti-globulin (Coombs’) test. 

Nucleated red cells escape from the marrow into the blood stream in any 
very severe anemia, but at other times, especially if accompanied by young 
white cells, a ‘leuco-erythroblastic anemia’, their presence is of special 
significance. Such a picture, except in infancy, indicates an extreme upset 
to the marrow and is found in serious infections, acute hemolysis, the agonal 
state, and destruction of the marrow by fibrosis, secondary tumour deposits, 
leukemic infiltration, and proliferative bone disorders. Examination of the 
bone marrow is necessary to distinguish these causes. 


THE WHITE CELLS 
Any increase in the total white cell count above 11,000/c.mm. represents a 
eucocytosis, and counts as high as 100,000/c.mm. have been found. At the 
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other extreme, a decrease below 4000/c.mm. is a leucopenia and this becomes 
serious when the neutrophils fall below 1000/c.mm. in the condition of 
agranulocytosis. The absolute numbers of the various leucocytes are im- 
portant, for there can be relative increases or decreases even with a normal 
total count (tables I, I1). 

The detailed structure of the white cells is also important; much can be 
recognized by means of the Romanowsky stains, but other features such as 





Physiological Pathological 





Neonatal period Inflammation 
Pregnancy Tissue damage 
Neutrophils above Exercise Hzmorrhage 
7Ooo per Cc.mm. 
Polycythemia 
Leukzmia 


Childhood Virus infections 
Lymphocytes above Chronic infections 


3000 per Cc.mm. 
Leukemia 


Recovery from infection 
Monocytes above Chronic infections 
Soo per c.mm. 

Leukemia 

Allergic states 
Eosinophils above Drug intoxication 
400 per c.mm. Parasitic infestation 


Leukzmia 


Vague in neoplasms, after irradiation, liver 
Basophils above disease 
2co per c.mm. 





Leukaemia 








TaBLe I.—The important causes of an absolute or relative leucocytosis. 





Physiological Pathological 





Marrow active: maturation defect 


Neutrophils below Typhoid fever, drug intoxication, hyper- 
2000 per c.mm., splenism, disseminated lupus erythematosus 


agranulocytosis below 
500 per c.mm. Marrow inactive: aplasia 


Drugs and toxins, radiation, invasion of 
the marrow, leuka#mia 








Tasie II.—The important causes of an absolute or relative neutrophil leucopenia. 


the alkaline phosphatase content, which is specifically reduced in chronic 
myelogenous leukemia, require special staining methods. The young neutro- 
phils have fewer lobes in their nuclei than the older forms. In infection 
even without a leucocytosis there may be an increase in the number of young 
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cells and a fall in the lobe count, a shift to the left. Conversely, an increase in 
the average lobe count, a shift to the right, although not specific, is a feature 
of pernicious anamia. 

If young neutrophils, particularly immature forms, myelocytes, and even 
myeloblasts, are persistently found in the peripheral blood, there must be a 
gross marrow disorder, possibly leukemia. Often in these circumstances 
the total white count is raised, but in the aleukemic form of leukzmia it 
may be low. The persistence of large numbers of lymphocytes, or the 
presence of immature forms, raises the same question. In view of the 
dangerous nature of the antimetabolite, cytotoxic, and steroid drugs used 
in the treatment of leukaemia, the diagnosis must be made with absolute 
certainty. This necessitates great care and a bone marrow examination is 
essential. 


PLATELETS 
Normally, there are between 150,000 and 500,000 platelets per c.mm. of 


blood. Thrombocytopenia is present when the count is under 100,000 
per c.mm., and is likely to be associated with bleeding if the count falls 
below 40,000 per c.mm. Paradoxically, bleeding also occurs when the 
platelet count is very high, probably because the thrombocythemia is a 
vain effort to compensate for defective platelet function. Further tests to 
clarify the diagnosis include bone marrow examination and a search for 
drug sensitivity. 


SUMMARY 

Hematology is a precise subject and the best results are obtained by a 
logical progression of tests. Screening tests should be used to exclude 
patients with no blood disorder, to make the more simple diagnoses, and 
to select the cases requiring comprehensive investigation. It is important 
to be certain of the diagnosis before embarking upon treatment, and ample 
confirmatory tests are available. The facilities for diagnosis should be 
offered to all, but they must not be frittered away on idle investigations. 





REVISION CORNER 
TREMOR 


TREMOR may be defined as rhythmic alternating contraction of muscle 
groups and their antagonists and is thus distinguished from the irregular 
unpredictable movements of chorea, athetosis and tics. 

As a presenting symptom, tremor is seldom encountered other than in 
Parkinsonism; as an incidental objective sign, however, it is commonly 
found both in general disease processes and as a feature of numerous 
disorders of the central nervous system. This serves to stress the need for 
placing tremor in its true context in conjunction with the patient’s history 
and the signs present, for it is not in itself a disease, yet it may be a valuable 
pointer to the nature of the underlying disease present. 


‘PHYSIOLOGICAL’ TREMOR 
‘Physiological’ tremor is commonly seen and often presents as a transient 
phenomenon after unaccustomed violent exercise or prolonged muscular 
effort. This tremor is comparatively fine, is present only on attempted 
voluntary movement and seldom lasts more than an hour or two after the 
exertion has ceased. A similar tremor may be observed under conditions of 
emotional stress and fear; shivering likewise is physiologically determined. 


PARKINSONISM 

The tremor of Parkinsonism is most variable in its severity but is constant 
in its pattern. Usually continuous during waking hours, it disappears in 
sleep, is usually aggravated by voluntary movement and emotional tension. 
Very typical when present is the ‘pill- rolling’ movement of the thumb and 
forefinge r, but the absence of this in no way negatives the diagnosis. The 
tremor may be so slight at the time of examination as to be only detectable 
as a ‘cog-wheel’ rigidity in the muscles alternately flexed and extended by 
the examiner. It is important to bear in mind the fact that early Parkinsonism 
is often unilateral and may, as a result, give a false impression of tremor 
with hemiparesis. The history of slowness, the finding of poverty of move- 
ment with alteration in writing (usually much smaller), and the appearance 
of difficulty with fine finger movements, all in the absence of real evidence 
of disorder of the pyramidal system, will usually reveal the true state of 
affairs. The importance of unilateral Parkinsonism has greatly increased 
recently since the introduction of new surgical techniques in the treatment 
of this disease (thermocoagulation of the globus pallidus). 


INTENTION TREMOR 
Intention tremor is a term used to define a particular variety of involuntary 
movement asssociated primarily with disordered cerebellar function which is 
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absent at rest and which increases in the course of voluntary movement, to 
reach its maximum excursion at the end of the movement. It is, of course, 
most characteristically encountered in multiple sclerosis in view of the rela- 
tive commonness of this disease, but may also be a prominent feature 
in cerebellar tumour or degeneration and in the familial degenerative con- 
ditions, such as Friedreich’s ataxia. 


SOME OTHER FORMS OF TREMOR 
Senile tremor in greater or lesser degree is a common accompaniment of 


advancing years and does not as a rule cause much disablement. It is 
distinguished from that of Parkinsonism by its relative fineness, by the 
absence of rigidity and other associated signs of the latter disease and by 
its failure to respond to the antispasmodic drugs. 

Familial tremor is occasionally encountered and may affect several 
generations. The onset is usually at about the age of puberty and the 
disorder may progress for a time before reaching a relative stability. 
Sufferers from this disorder often appear very largely to overcome their 
disability which is unaffected by any form of treatment. 

The tremor of thyrotoxicosis is usually easily recognized by the associated 
symptoms and signs of the disease. It is usually very fine and causes no 
significant disability. 

The ‘flapping tremor’ of liver failure is an oddity seldom met outside the 
realms of academic medicine. 

Hysterical tremor is usually easily recognized by its variability, its 
grotesqueness and its association with other hysterical phenomena. 

Davip KENDALL, D.M., M.R.C.P. 


Veurologist, Royal Surrey County Hospital, Guildford, 
and St. Helier’s Hospital, Carshalton. 


THE USE AND ABUSE OF DETERGENTS 


‘THERE must be few individuals who do not come into regular contact with 
detergents in some form or another. ‘They are employed in industry as both 
cleansers and emulsifiers, and in the home they are incorporated in floor 
polishes, garden sprays, toothpaste and cosmetics. Household detergent 
cleaning powders account for over 80 per cent. of the sales and this article 
will deal with their effect on the housewife’s skin. 


THE NATURE OF DETERGENTS 
The active ingredient in these powders is the surface active agent or syn- 
thetic detergent, which by itself is a good emulsifier but an indifferent 
cleanser and is only suitable for fine work, as for example as a hair shampoo. 
The wash-day, or heavy duty, powders contain other chemicals called 
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‘builders’ which improve their efficiency. The most important builders are 
alkaline phosphates which help to loosen dirt from the material, carboxy- 
methyl cellulose, which suspends the dirt, and optical dyes which give the 
impression of enhanced whiteness. The two latter additives are harmless 
to the skin, but the presence of the alkaline builders increases the irritant 
properties of the mixture and the wash-day powders are responsible for the 
majority of cases of dermatitis. 

Contrary to popular belief the incidence of dermatitis has not increased 
since detergents have replaced soap in the washtub and remains at about 
1.5 per cent. of all new skin cases seen in hospital outpatients. This figure 
could be reduced by simple preventive measures but unfortunately the 
housewife is often unaware of the dangers of chemicals and, unlike the 
industrial worker, she is not provided with protectives and may be lulled 
into a false sense of security by the blandishments of advertisers who 
declare that their particular product is ‘kind to the hands’ or ‘requires no 
rinsing’. 


rHE CAUSES OF SKIN DAMAGI 

Synthetic detergents, like soap, are mild primary irritants and only rarely 
act as sensitizers. We know more about the conditions under which skin 
damage may occur than the precise mechanism involved, but detergents 
probably interfere with the defences of the skin by removing the pro- 
tective surface film of sebum, thereby exposing the horny layer to attack. 


They reduce the water-holding capacity of the horny layer making it less 
pliable, and experimental work has also demonstrated a direct chemical 


action on the keratin which altets its molecular structure. 

The majority of individuals can use detergents without ill effect provided 
they observe elementary precautions, but those with sensitive and dry skins 
and those with a previous history of eczema, should be particularly careful. 
The incidence of dermatitis is higher over the age of 40, when the skin is 
less resilient. There is also a striking seasonal incidence and more cases 
occur between January and April because of the rapid drying-out effect of 
cold weather on the horny layer. 

The most important cause of skin damage is an incorrect method of 
washing. The following are common mistakes: 

(1) Prolonged exposure to the solution during spring cleaning. 

(z) The use of too hot and too concentrated a solution. 

(3) The addition of alkali or soap. 

(4) The practice of sprinkling powder on to grease spots, followed by 
vigorous rubbing with bare hands. The effect of friction on macerated skin 
is obvious. 

(5) Failure to rinse and dry the hands. This is particularly harmful when 
clothes are hung outside on a cold day. 

(6) Failure to protect the hands with rubber gloves when doing a large 
wash, and failure to apply a hand cream after completing the laundry. 
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CLINICAL FEATURES 
It is difficult to determine the precise cause of eczema affecting the hands. 
A careful history and examination of the whole skin are essential to exclude 
constitutional eczemas and to eliminate a host of other irritants to which 
the housewife is exposed. She will often blame the detergent because she 
is unaware that cosmetics, abrasives, disinfectants, fruit and vegetable 
juices may also irritate her skin. 

(1) Chronic eczematous dermatitis is common. The onset is gradual and is 
often preceded by chapping, with fissures over the knuckles and finger 
joints. The lesions are scaly and involve the dorsum of the fingers and 
hands and ulnar borders of the wrists. The palms are usually spared. Brittle 
nails and chronic paronychia may be present. 

(2) Acute eczematous dermatitis is rare and occurs in 0.1 per cent. of all 
new cases seen in outpatients, but it is important because it is restricted to 
synthetic detergents and does not follow exposure to soap. The onset is 
sudden and occurs within a few hours of exposure. The hands are 
cedematous and there is a confluent vesicular or pustular eruption involving 
the whole hand. The primary lesion may affect the skin under the ring 
where the powder is concentrated. 

(3) Clothing contact dermatitis is also rare and is the result of inadequate 
rinsing. There is a papular eczema at sites of contact on the trunk, and the 
powder may be demonstrated in the garment by fluorescence under Wood’s 
light, due to the presence of the optical dye. 

(4) Discoid eczema.—Coin-sized patches occur in symmetrical pattern on 
the dorsum of the hands and forearms. This is a particularly chronic 
eruption. 

(5) Sensitization eczema.—Detergents rarely act as sensitizers but this 
should be suspected if there is an explosive onset of a bilateral vesicular 
eruption after using a detergent for some weeks. Patch tests are necessary 
to confirm hypersensitivity. 

MANAGEMENT 
Prevention is of prime importance because housewife’s eczema is a chronic 
disease and under the best conditions usually persists for two or three 
months, and relapses are common during the winter months. The pre- 
cautions necessary are elementary but are often neglected. When the skin 
has been damaged the substitution of soap for the synthetic detergent is, 
of course, useless because it is a primary irritant. 

The acute attack may require inpatient treatment in hospital because it 
is often the only way of enabling the housewife to avoid wetting her hands. 
Rubber gloves are not tolerated at this stage. Normal saline, or, if there is 
secondary infection, 1 in 5000 potassium permanganate soaks, are used 
until scaling begins and then a bland emollient, zinc cream or hydrocorti- 
sone ointment, is substituted. Topical antibiotics, anzsthetics and anti- 
histamines must be avoided. Sedatives are usually necessary to ensure 


sleep. 
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Chronic dermatitis may be treated at home. The hands must be rested 
as much as possible. Cotton gloves are worn for dry work to avoid soiling 
the hands and lined rubber gloves employed for all wet work. If rubber 
gloves are not tolerated, mops and brushes should be used to save the hands 
from immersion in water. A washing machine is not a luxury for these 
patients. Lassar’s paste and olive oil in equal parts, or oily cream B.P., are 
used as protectives but, if lichenification develops, zinc paste with 0.5 to 
3 per cent. crude tar will be necessary. Fissures usually respond to the 
application of compound benzoin tincture B.P. After-care is important and 
rubber gloves must be worn in future for all wet work. In the winter 
months chapping may be prevented by using lanolin or oily cream B.P. 


CONCLUSION 

The ill-etfects following the abuse of synthetic detergents have been briefly 
discussed but it would be unreasonable not to mention the important 
beneficial effects which these substances have on the skin when they are 
incorporated in ointment bases, hair shampoos and antiseptics. They have 
also proved a useful addition to the treatment of the abnormal skin, par- 
ticularly seborrheic conditions, pyodermias and dermatoses associated with 

hyperkeratosis. 
Er1c WADDINGTON, M.D., M.R.C.P. 
Consultant Dermatologist, United Cardiff Hospitals. 


NOTES AND QUERIES 


Despite the rarity of agranulocytosis, it is 
obviously essential that all possible precautions 
should be taken. It is accordingly desirable 
that white-cell counts should be made at fre- 
quent intervals, i.e. alternate days, during the 
first two or three weeks of starting or restarting 
therapy, since it is during this period that indi- 
vidual sensitivity is commonly revealed. 

With many drugs now commonly prescribed, 
such as thiouracil, classical agranulocytosis 
seems to be a much less common side-effect 
than a relatively mild leucopenia of gradual 
onset. For the detection of this condition white- 
cell counts at not more than monthly intervals 


Detection of Agranulocytosis 

Query.—Are routine peripheral blood counts, 
done, say, at three- to seven-day intervals, of 
any real value in spotting agranulocytosis at an 
early stage? The reason why I ask this is that 
I have been interested to see how often pharma- 
ceutical companies recommend such a measure 
when prescribing a new drug—even when all 
the evidence shows that the risk of agranulo- 
cytosis is very remote. If it is of value, how 
often must the blood counts be made 


Rep_y.—Routine white-cell counts at weekly or 
bi-weekly intervals do not provide a reliable 


safeguard in the detection of acute agranulo- 
cytosis because this condition, when it does 
occur, usually develops with great rapidity. It 
is therefore of greater importance that any 
patient receiving potentially dangerous drugs 
should be instructed to report immediately the 
onset of suggestive symptoms such as sore 
throat, fever or malaise 


are advisable during long-term therapy. 

These remarks do not apply to cytotoxic 
drugs used in leukamic and neoplastic condi- 
tions. With these drugs expert hematological 
control is essential. 


Proressor L. J. DAVIS, M.D., F.R.C.P., 
F.R.C.P.ED., F.R.F.P.S. 
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Rorschach Test in Endogenous 


Depression 
Query.—What is the value of the Rorschach 
test as a therapeutic agent in endogenous 
depression? 
Repty.—The Rorschach test is not generally 
regarded as a suitable direct therapeutic agent 
in endogenous depression. Indirectly, it is 
helpful in some cases because of its merits as 
It may reveal depressive re- 
actions in those patients—often middle-aged, 
self-driving perfectionists—who are trying to 
pretend to themselves and others that they are 
not ill in this way. In young people, it is helpful 
in differentiating depression from early schizo- 
phrenia, obsessional disorder and non-specific 
personality disturbances related to immaturity, 
neuroticism and psychopathy, but the great 
majority of cases of endogenous depression are 
evident for what they are; and in them, in 
addition to physical treatment, psychological 
therapy other than that which is derived from 
projection techniques is sufficiently effective. 

Occasionally, endogenous depressive attacks 
occur in inveterately deviated or neurotic per- 
sonalities. Rorschach techniques may be useful 
in guiding the psychological side (there are 
other aspects) of treatment of the personality 
disorder in such cases, and to that extent such 
techniques may (we do not actually know) help 
towards reducing the frequency and intensity 
of the depressive attacks 

A word of caution;—To submit an anxious 
or depressed patient of sensitive personality to 
a Rorschach test (or any other projection test 
for that matter) may be a seriously upsetting 
experience for him, since he may not be able 
to ‘take’ the material that it might bring into 
consciousness. Considerable experience is 
needed to judge this point, and the timing of 
the test in relation to the phase of illness is 
important. Its application and the interpreta- 
tion of results should be in skilled hands. 

IAN SKOTTOWE, M.D., F.R.C.P. 


a diagnostic test 


Phenylbutazone 
Query.—When phenylbutazone first came on 
the market some years ago there was a query 


and/or after-effects of 
disadvantages 


side-effects 
Have these 


as to the 
this drug. 
overcome? 
Rep.y.—Side-effects with phenylbutazone con- 
tinue to be disturbing on occasion, but less so 
since for continued therapy few physicians now 
prescribe a total dose of more than 400 mg. a 
day, and then always with food. Dyspepsia is 
the commonest side-effect and antacids are 
useful in controlling these symptoms. Melena 
may occasionally occur but agranulocytosis is 


been 
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extremely rare. Drug rashes and peripheral 
cedema may also occur, the latter controlled by 
reducing salt intake in the diet and giving 
suitable diuretics. Prolongation of prothrombin 
time occurs infrequently. The drug may be 
given by intramuscular injection or by sup- 
pository in cases in which oral therapy causes 
dyspepsia; the last route is particularly useful, 
for the suppositories are very effective and are 
well tolerated 

F. DupLey Hart, M.D., F.R.C.P. 


Non-gonococcal Urethritis 

Query (from a reader in India).—I have a 
patient who had gonococcal urethritis some two 
months ago. He had penicillin (P.A.M.) in- 
jections for five days and after that the acute 
symptoms subsided. About a week later he 
developed a slight urethral discharge in the 
mornings. Again he was put on repository 
penicillin (‘penidural’) for about a week. On 
some days he was free from urethral discharge 
and on other days he had slight discharge. 
Examination of the urethral discharge showed 
only pus cells. Urine examination showed a 
trace of albumin, pus cells, epithelial cells, and 
a few micro-organisms, 

I then put him on chloramphenicol and an 
alkaline mixture for about two weeks, but with 
no improvement. I next tried streptomycin 
injections and alkaline mixture, but again with- 
out improvement. Finally, I have prescribed 
tetracycline capsules. He has been free from 
symptoms for a few days but the urine and 
smear examinations show no change. 

What is the best line of treatment in this case? 
Repty.—It seems likely that this patient 
is suffering from non-gonococcal urethritis 
acquired at the same time as the gonococcal 
urethritis for which he was treated. The latter 
responded to injections of penicillin, in the form 
of P.A.M., but the former, as was to be expected, 
failed to respond to P.A.M., to benzathine 
penicillin, to chloramphenicol and to strepto- 
mycin. As might be expected, also, there was 
some response to treatment with tetracycline. 
The fact that response to tetracycline was only 
temporary indicates a search for an undiagnosed 
complication. The discharge should be examined 
by fresh smear and by culture for the flagellate, 
Trichomonas vaginalis, and if it is present urethro- 
vesical irrigations should be given. It is also 
important to know whether the patient has had a 
past attack of gonorrheea or non-gonococcal 
urethritis. If so, urethral stricture should be 
excluded by urethroscopy. Another cause of 
persistence may be chronic prostatitis resulting 
from past or present infection. The prostate 
and seminal vesicles should be examined digit- 
ally and the prostato-vesicular fluid micro- 
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scopically. If he has 
treatment may relieve his symptoms 

If all these investigations are negative 
be that this is a resistant case of uncomplicated 
non-gonococcal urethritis. One 
that the possibility of reinfection has been con- 
sidered and that the patient has been advised 
success might 


prostatitis appropriate 


it may 


must assume 


against intercourse and alcohol 
follow a further course of tetracycline or oxy- 
tetracycline after an interval. The dosage usually 
employed is 250 mg. every Six hours for twenty 
failed it 


dose in the 


doses, but if this amount has already 
would be worth while to double th« 
second course 

AMBROSE KIN‘ 


Penicillin Sensitivity and 
Poliomyelitis Immunization 


QUERY I 
He is a man of 


have a patient who 
35 and his o 


His child 


sensitive 
is also penicillin sensitive 
poliomyelitis immunization 
penicillin-free vaccine, a1 
giving him penicillin if h 
biotic in the future 


REPLY Whilst it is wise to av 


administration of antibiotics to } 


allergic history, it is impossible 


] 


from all exposure to potent 


poliomyelitis 
amount of penicillin added 


particular case of 
would have disappeared or tor 
sample were straight from the fact 
is no greater than that from 
the present time but, if a samp 
free from penicillin were 
be no objection to substituting 

So far as the administra 
this child for medical condit 
the principles governing rational 
should be followed: nam 
should only be given for 
then the risk 
remembered that mar 


should be 
rently treated with ant 
spond to the sulphonam: 
be the drugs of choice 
biotic or penicillin shoul 
emergency. 

Whilst prick testing with peni 
exclude the possibility of sensitization having 
taken place, the presence of an imi ate weal 
and flare hifteen 
minutes at the site of the polio inject 
s a risk of penicillin 


present, and 


developing within ten to 


yn shouk 
warn the doctor that there i 


sensitization being already par- 


ticular care with that patient should be taken 
in the future 


W. Howar 


HUGHES, M.D 


AND 


QUERIES 


Sterilization of Gloves 
Query.—What is the most satisfactory method 
of sterilizing gloves in general practice’ 


Repty.—The best way to obtain sterile rubber 
gloves for use in practice is to carry a number 
of pairs of gloves, pre-sterilized by autoclave. 
Each pair of gloves should be packed in cloth 
with some glove powder and wrapped in brown 
paper. When they are to be used the doctor 
should open the paper wrapper, then wash and 
dry his hands, then apply the sterile 
powder and put on the gloves without touching 
Only in this way can dry sterile 


own 


their outsides 
gloves be made available. 
Alternatively may 
boiling; they must then be put on wet and to 
make this possible the hands must be lubricated 
by using either soap or glycerin. The end-result 
by this method is not likely to be any 
than are the wet hands themselves, so 
the doctor first ‘scrub’ the hands 
thoroughly with soap and water. In the cir- 
cumstances the use of gloves in this way would 
be indicated more particularly to protect the 


gloves be sterilized by 


more 
sterile 


should 


doctor’s hands 
An easier way to obtain gloves which are 
very clean, if not sterile, is to put dry gloves on 
to clean dry hands using a little powder and 
then to wash the gloves thoroughly on the hands 
As an added precaution 
‘dettol’, 
rubbed over the outsides of the 
likely to 
Gloves 


with soap and water 


an antiseptic, such as cetrimide, or 


pirit, may be 

s. Gloves treated in this way are 
be cleaner than scrubbed bare hands 
which have been badly contaminated should be 
being 


sterilized by autoclave or boiling before 


ugain in this way. 


ist 


Proressor A. G. R. Lowpon, 


O.B.E., F.R.C.S.ED. 


Ingestion of Blackboard Chalk 
Could you advise me on the possible 


blackboard 


QUERY 
hazards of continued ingestion of 
chalk at the rate of 12 sticks a day? 

The who has 
suffered from asthma since the age of 3. The 
etiology of the asthma is thought to be domestic 
insecurity, and there are several neurotic traits 
During the last three months she has taken to 
ating chalk likes it than 
sweets, she says. In addition, I am sure that she 
likes the reaction of her acquaintances to her 
pica. Incidentally, I have not had to issue any 
prescriptions for antispasmodics or other drugs 
to this patient since she took to chalk. 


patient is an adolescent girl 


because she more 


REPLY I can find no record that blackboard 
chalk contains any substance which might injure 


one who eats it, but if larger lumps were 
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swallowed there is a potential risk of obstruction 
for purely mechanical reasons. In the case of the 
patient described, I feel that the family doctor 
has made a very accurate estimation of the 
reasons for her pica and if this abnormal appetite 
persists she or her parents would get more help 
from a psychiatrist than from any domestic 
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battle which might result from forceful inter- 
ference. The improvement in her asthma sug- 
gests that this was due to nervous factors and 
that the patient is tending to forget about her 
chest in the excitement of the effect her pica is 
having on her parents. 


A. A. H. GAILEY, M.D., M.R.C.P., D.C.H. 
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‘The Coughing Disease’ 
As the definition of 
difficult and the term is, in practice, a popular 
label for the triad of sputum and 
dyspneea, R. Grenville-Mathers (British Journal 
of Diseases of the Chest, January 1960, 54, 72) 
suggests that ‘it is probably better to think in 


chronic bronchitis is 


cough, 


terms of a coughing disease, since coughing is 
the main trouble’. He reports that in 1955-57, 
out of a child population of 47,400 the general 
practitioners of Harrow referred 2,442 children 
for a chest x-ray and tuberculin test. Of these, 
675 required further investigation; this revealed 
that the upper 
respiratory tract infection, and of this group of 
213 children 35.6% had radiological evidence of 
The age 


most common finding was 


areas of aspiration 
distribution showed a high incidence of cases of 
upper respiratory tract recurrent 
bronchitis, single acute respiratory infection and 
tuberculosis at the ages of 5 and 6. This is 
probably related to starting school and ‘the 
spread of infection amongst children by direct 
contact through the 
usual at this age’ 
The 
relatively simple lines’. 
been used when 
much constitutional upset 
from upper respiratory tract infection, aspira- 


pneumonitis 


infection, 


poor personal hygiene 
been ‘on 
have only 
with 


prescribed has 


Antibiotics 


treatment 


symptoms were severe 


The cough arising 


tion pneumonitis and sputum retention is easily 
controlled by the foot of the bed at 
night by placing three bricks under each bed- 
foot, and either removing the pillow or re- 
placing it by a shallow one. A nasal spray of 
‘antistin-privine’ or ‘neo-endrine’ has also been 
Recurrent bronchitis and bronchospasm 


raising 


used 
have usually responded to breathing exercises, 
originally taught by physiotherapists and then 
supervised by the mother at home. The same 
régime has been applied to cases of allergic 
asthma, allergy 
injections have only 


tests and 


desensitizing 
after trial of 


and 
been used 
these other measures 
Griseofulvin 
FURTHER evidence in fay 
griseofulvin in the treatment of ringworm is 


our of the efficacy of 


adduced by L. Goldman and his colleagues 
(fFournal of the American Medical Association, 
1960, 172, 532). Their conclusion 
is that griseofulvin ‘appears to be an almost 
antifungal antibiotic in 
superficial ringworm infections, at least when 
given orally, and it is the treatment of choice 
Among the 84 patients 
who received griseofulvin orally, the largest 
group consisted of 22 patients with 
corporis caused by Trichophyton rubrum. Given 
250 to 500 mg. of griseofulvin four times a day, 
three were cleared of their lesions, eight im- 
proved, one was ‘somewhat relieved’, and 10 
had not taken the drug long enough for evalua- 
tion. A group of four patients with tinea capitis 
caused by Microsporum canis were cleared of all 
lesions by taking 250 mg. four times a day 
for four to eight weeks. The results in tinea 
pedis were ‘erratic’. Of the 84 patients receiving 
the drug orally, only nine had any side-effects— 
and these minimal: e.g. headache, 
nausea, dizziness, fatigue. The results of topical 
application of griseofulvin in 91 patients, using 
a lotion containing 1.5% of the drug, are by no 
means so clear-cut, but it is stated that ‘the 
affected areas in a number of patients have 
cleared completely and many of the remainder 
are showing satisfactory improvement’ 


February 6, 


uniformly effective 


in these conditions’. 


tinea 


were all 


Penicillin Sensitivity 


A DETAILED of what are described as 
‘four of the main hidden sources’ of contact with 
penicillin which may induce sensitivity to the 
antibiotic is provided by B. B. Siegel (Bulletin 
of the World Health Organization, 1959, 21, 
703). These are: (a) the ingestion of penicillin 
in contaminated milk; (b) the use of syringes 
contaminated with penicillin; (c) the inhalation 
of penicillin while handling it or while it is being 
handled in the vicinity; (d) the injection of 
vaccines containing penicillin. The main source 
of penicillin in milk is the use of penicillin as an 
intramammary infusion for the treatment of 
mastitis. In addition, however—at least in the 
United States—some farmers apparently add 
penicillin to milk as a preservative. An in- 
1,706 samples of milk in the 


review 


vestigation of 
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United States in 1956 revealed that 5.9 
contaminated with penicillin. The most heavily 
unit of 


were 


contaminated sample contained 0.55 
penicillin per ml., which is equivalent to 132 
units in 8 (o.25 litre) of milk. The 
average contamination was 0.032 unit per ml 


ounces 
The conclusion is reached that, not only may 
such contamination evoke reaction in penicillin- 
sensitive individuals, ‘they after 
continued and frequent repetition, to induce 
sensitization in this type of individual lo 
reduce the risk from syringes, it is recom- 
mended that all-glass 

which have been used for penicillin administra- 


are also able 


syringes and needles 
tion be thoroughly rinsed at least three times in 
running water. The syringe parts should then 
be separated before they are placed in the 
sterilizer. Sterilizers 
and thoroughly, and the water in them should 


should be cleaned often 


be changed cften and completely. As a more 
efficient safeguard, it is suggested that special 
sterilizer shoul be 
injectior \ 


syringes and a separate 


reserved for penicillin more 


desirable solution to this problem’, it is added 


} 


would be the use of disposable cartridges in 


pencillin administration 


Framycetin in Corneal Infections 

THE subconjunctival injection of framycetin is 
a satisfactory method of treating corneal infec- 
tions, according to D. Ainslie and J. E. Cairns 
(British Journal of Ophthalmology 
44, 25). 
distilled water or 1:5000 adrenaline (400 mg 
per ml.), and 100 to 500 mg 


single dose; in 


January 1960, 


Framycetin was dissolved in either 
were given in a 


some cases this was repeated 


daily for three days. Of the 30 cases treated in 


this way, 21 improved rapidly, seven improved 
more slowly, and two showed no response. Of 
the two cases which did not respond, one was a 
case of a penetrating corneal wound infected 
with Staph 
injection of ‘crystamycin’ (penicillin 
Ihe other 
was also a penetrating corneal wound, but no 

In spite of 
the infection 


aureus; the subsequent subcon- 
junctival 


and streptomycin) proved ineffective 


organism was obtained on culture 
the administration of framycetir 

was unchecked and a ring abscess of the cornea 
developed ; this responded to the subconjunctival 
injection of polymyxin. In no case was there any 
untoward reaction following the subconjunctival 
injection of framycetin, and little pain was caused 
by the injection. It was not found necessary to 
add a local anesthetic to the solvent; the topical 


application of 4% cocaine drops to the con- 


junctival sac provided satisfactory anesthesia 


Relief of Pain in Osteitis Deformans 


sympathetic 


INJECTION of phenol around the 


chain is a satisfactory method of relieving pain in 
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patients with osteitis deformans (Paget's 
disease), according to W. Reid (Scottish Medical 
Journal, February 1960, §, 71). It is pointed 
out, however, that, ‘if this method of treatment 
is to be employed successfully, it is imperative 
that the phenol solution should be applied 
accurately and the phenol must not be injected 
unless the operator is confident that the needle 
is accurately sited. He must be sure that the 
is not in the subarachnoid space, in a 
A pre- 


point 
blood vessel or within the pleural sac’ 
liminary injection of procaine is given around 
the sympathetic chain to determine the appro- 
priate level for the final injection of phenol 
Procaine does not give final relief and when the 
pain recurs an injection of 3 mi. of a watery 
solution of phenol, 1 in 15, is given around the 
chain. The author has this 
method on over a thousand occasions in the 
treatment of peripheral ischaemia and has never 
encountered any ‘serious ill effects’. Of the 16 
osteitis deformans reported in this 
relief of pain was obtained in 11, and in 


sympathetic used 


cases of 
article, 
only two of these has there been slight recurrence 
of symptoms. In three the relief of pain has 
lasted for seven vears or longer. In the four 
patients who did not obtain relief of pain it was 
not possible to give the injection at the ‘appro- 
priate’ site because of spinal involvement 


Trimeprazine in Dental 
Anasthesia 

SATISFACTORY results are reported by C. D 
Sanders (Journal of the Royal Army Medical 
Corps, January 1960, 106, 26) from the use of 
trimeprazine as a tranquillizing agent preceding 
dental extraction in children under nitrous oxide 
and The 
found to be 0.6 mg. per pound (1.3 mg. per kg.) 
body This method was used for all 
children requiring the extraction of from one to 
nine teeth, including one boy ‘in whom all four 
permanent molars were extracted 
factorily, in spite of their being remarkably 
difficult teeth’. The ages of the children ranged 
from 2§ to 9 years. The method was found to be 
very satisfactory both from the point of view 
of a peaceful, cooperative child and the short 
The recovery time was never 


oxygen most satisfactory dose was 


weight 


first satis- 


recovery time’ 
more than five minutes longer than when com- 
pared with nitrous oxide and oxygen used alone 
previous sedation. Although  tri- 
said to have little anti- 
sialogogic atropine used and 
there was no evidence of excessive salivation in 
Among the 114 European children in 
the investigation, no clinically demonstrable 
side-effects, toxic results or evidence of sen- 
noted. Three of the children 


without 
meprazine 18 very 
action, was not 


any case 


Sitivity were 
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remained uncooperative, but the view is ex- 
pressed that, ‘short of full basal narcosis, these 
children would have been uncooperative with 


any other technique’. 


‘Starch Peritonitis’ 


ATTENTION is drawn by R. N. Myers and his 
colleagues (Annals of Surgery, January 1960, 
I§I, 106) to ‘the potential danger of starch in 
the peritoneal cavity’ as a result of the use of 
starch dusting powder as a lubricant for surgical 
gloves. They give details of three cases of what 
they describe as ‘starch peritonitis’ occurring in 
patients who had been operated on. All had had 
a major abdominal operation, from which they 
recovered, but from twenty-three to twenty-five 
days after operation they developed abdominal 
pain, tenderness, distension, ascites and pyrexia 
Laparotomy revealed the presence of a granulo- 
matous peritonitis. Two of them had multiple 
small granulomas, studding the entire intestinal 
serosa and parietal peritoneum, associated with 
ascites. The third had adhesions and 
ascites. That starch was the of these 
lesions was demonstrated by special carbo- 
hydrate stains for starch, and by its characteristic 
refraction properties in polarized light. Exactly 
similar lesions were produced in rabbits by 
introducing starch powder into the peritoneal 
cavity. Prevention consists in the surgeon rinsing 
his gloved hands thoroughly in sterile water 
before beginning the operation. In the eighteen 
months that have elapsed since this procedure 
was adopted, no further case of ‘starch peri- 
tonitis’ has been encountered. 


dense 
cause 


A . On : ; 
Pruritus in Thyrotoxicosts 
PruRITUsS is a ‘neglected symptom in thyro- 
toxicosis’, according to M. Eliakim and M. 
Rachmilewitz (/srael Medical Journal, Novem- 
ber-December 1959, 18, 262). They give details 
of six hyperthyroidism in which 
pruritus was a prominent feature. In one it was 
the presenting symptom. The pruritus 
always generalized, migrating, and capricious; 
sometimes it was sufficiently annoying to precipi- 
tate a hysterical reaction. It was often more 
pronounced at night. At times it occurred in 
attacks without any apparent provocation. In 
none of the six cases reported was there any 
skin lesion to account for it. T'wo of the patients 
exhibited dermographia. In all the cases reported 
the hyperthyroidism was marked, the average 
basal metabolic rate being + 61°. In each case 
the pruritus was one of the first signs to dis- 
appear following treatment of the thyrotoxicosis. 
All the patients received propylthiouracil; three 


cases of 


was 
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thyroidectomy, and one 
The itching usually disappeared 
seven to ten days following the initiation of 
treatment with propylthiouracil, even before 
other signs of improvement were noted. The 
pruritus in hyperthyroidism is 
obscure, but it is suggested that cutaneous vaso- 
dilatation be an important factor in its 


underwent subtotal 


received ['*! 


e.lology of 


may 
pathogenesis 


Left-sided Pain in Cholecystitis 
LEFT-SIDED pain, or bilateral referral of pain, 
occurred in 58 (23.4%) of 247 consecutive cases 
of cholecystitis with gall-stones at the Mayo 
Clinic, according to L. A. Smith (Proceedings 
of the Staff Meetings of the Mayo Clinic, 
December 23, 1959, 34, 597). The most usual 
distribution of the pain was in the upper 
segments of the trunk, usually between the sixth 
and ninth segments. Thus, it was 
located in the left interscapular, shoulder, or 
shoulder-arm area, the left subscapular area, 
bilaterally in the subscapular area, the left 
upper abdominal quadrant, the left hypo- 
chondrial area, or bilaterally round the trunk. 
Pain referred to the upper lumbar areas usually 
signified associated pancreatitis. It is considered 
that ‘the best explanation of left-sided pain’ is 
that ‘there is bilateral visceral innervation of the 
extrahepatic ducts, with predominance on the 
right side’ 


thoracic 


Prolonged Salt Restriction 


IN view of (a) the experimental evidence that 
limitation of salt intake might impair adreno- 
cortical function, and (b) the wide extent to 
which low-salt diets are prescribed, L. K. Dahl 


and his colleagues (Nature, January 9, 1960, 
185, 110) have investigated the effect of the 
prolonged administration of a diet containing 
only 0.25 to 0.375 g. of sodium chloride on 
adrenocortical function in three hypertensive 
subjects. The period of observation was 58, 32, 
and 20 months, respectively. In none of them 
was there ever any clinical or laboratory 
evidence of disturbed adrenocortical function. 
Sodium chloride balance was maintained and 
this is taken as ‘a priori evidence of adequate 
production of salt-retaining hormones although 
no necessary indication of corticoid production’. 
Comparable were obtained in non- 
hypertensive subjects maintained on the same 
diet for periods up to three months. The con- 
clusion is reached that ‘the evidence presented 
suggests that a prolonged and drastic low-salt 
diet is compatible with normal adrenocortical 
function’ 


results 
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REVIEWS OF BOOKS 


Biochemical Aspects of Neurological Dis- 
orders. Edited by JoHN N. CUMINGs, 
M.D., F.R.C.P., and MICHAEL KREMER, 
M.D., B.Sc., F.R.c.P. Oxford: Blackwell 
Scientific Publications, 1959. Pp. 230. 
Illustrated. Price 37s. 6d. 

IF any evidence were required to indicate that 

the National Hospital, Queen Square, is still 

to the fore in the field of neurology it is provided 
by this book. Based upon a series of 
given at the Institute of Neurology 
chemical pathologists, endocrinologists 
psychiatrists and neurologists have combined to 
produce a book which is as stimulating as it is 
authoritative. To many of the older generation 


lectures 
, biochemusts, 


neuro- 


neurology is still an exercise in clinical acumen 
To them this book will be a revelation of how the 
ancillary services and other 
cine are contributing to the 
which has been achieved in recent years in our 


branches of medi- 
steady advance 
understanding of neurological disturbances 
From the opening chapter, by Sir Rudolph 
Peters, on ‘Vitamin-B group of disorders’, to the 
final one, by Dr. John Marshall, on ‘Clinical 
muscle’, the book is 
which 


aspects of disorders of 
packed with a wealth of information 
otherwise would only be available from a search 
through a mass of specialist journals to which 
few clinicians have access. The general plan of 
the book is that two chapters are devoted to 
each of the groups of disorders discussed 
by a laboratory worker, and one by a clinician 
Thus, Professor R. H. S. Thompson discusses 
‘Biochemical aspects of enzyme 
relation to demyelination’, whilst Sir 
Symonds discusses ‘The demyelinating diseases’. 
Similarly, Professor Derek Richter 
‘Biochemical aspects of anoxic and hypoglycemic 
states’, whilst Dr. Denis Williams 
‘Clinical aspects of anoxic and hypoglycemic 
states’. A most satisfying book 


one 


disorders in 
Charles 


disc usses 


disc usses 


Treatment of Cancer in Clinical Practice. 
Edited by Peter B. KUNKLER, M.D., 
M.R.C.P., F.F.R., and ANTHONY J. H. 
RAINS, M.S., F.R.C.S. Edinburgh: E. & S. 
Livingstone Ltd., 1959. Pp. 806. Illus- 
trated. Price {5. 

Tus beautifully produced book is by 52 

tributors drawn from all parts of the United 

Kingdom. Its aim is to cover entirely the treat- 

radiotherapy, physics as 


con- 


ment of cancer by 
applied to radiotherapy, surgery, chemotherapy 
and hormone therapy. In such an ambitious and 
praiseworthy project the authors and editors 
almost completely succeed. With so many con- 
tributors in specialized subjects, however, it is 


almost impossible to maintain an even balance 
with all chapters in proportion, for proportion 
must depend to some extent upon the reader's 
point of view and specialty. Forty-six pages are 
devoted, for instance, to the eye and orbit, and 
only twenty-two to that most difficult subject, 
carcinoma of the breast. The illustrations are, 
for the most part, excellent though not always 
closely relevant to the text. 

It is invidious to pick out certain chapters for 
particular praise, but the treatment of malignant 
disease by chemotherapy by D. L. Woodhouse 
and P. B. Kunkler is particularly well done, as 
are the chapters on the uterine cervix (H. C. 
McLaren and G. W. Blomfield) and body of the 
uterus (D. MacLeod and M. H. E. Hulbert). 
The different treatment 
methods and clinical stagings in carcinoma of the 
bladder has been summarized on p. 546 in a 
chapter of thirty-five pages. The chapter on the 
reticuloses, only nine pages long and quoting 
only 13 references, is, perhaps, less happy. The 
authors’ statement that, using a dosage of the 
order of 3,500r over a period of four weeks, 
the treatment of lymphoreticulosarcoma is 
curative in a very large proportion of cases, 
hardly accords with the reviewer’s experience. 
One could continue to pick small holes in such 
a large canvas for a considerable time, but this 
book is a brave attempt to cover an extremely 
large subject concisely in one volame—an almost 
impossible task. That it succeeds in part is no 
mean feat on the part of the contributors and 
editors. 


large number of 


Cancer. Volume 6, Edited by RonaLp W. 


RAVEN, 0O.B.E., T.D., F.R.C.S. London: 

Butterworth & Co. (Publishers) Ltd., 

1959. Pp. 517. Illustrated. Price 85s. 
THE greater part of this final volume (an index 
follow) of Mr. Raven’s opus 
magnum is devoted to chemotherapy. So far as 
chemotherapy in the strict sense of the term is 
the contributors are from the 
other side of the Atlantic with the exception of 
the author of ‘The experimental background of 
chemotherapy’. Hormone therapy, on the other 
hand, is discussed almost entirely by British 
workers, with one chapter from Sweden—that 
on ‘hormone treatment of carcinoma of the 
hypophysectomy’. The second part of 
160 pages—deals with 
‘Public health and nursing aspects of cancer’, 
This is a mixed bag, ranging from cancer regis- 
tration to care of the dying, and concluding 
with a chapter on “The role of organization in 
cancer research’. 

Now that all six volumes have been pub- 


volume is to 


concerned, all 


breast 


the volume—some 
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lished, it is possible to gain a better perspective 
of this monumental work. It is undoubtedly a 
most valuable work of reference. All the funda- 
mentals are here and though, fortunately, in 
view of rapidly advancing knowledge, much of 
it will soon be out of date, it will long remain 
a useful compendium of current knowledge and 


those essential data upon which the advances of 


the future will be based. 


Clinical Toxicology. By C. J. POLSON, M.D., 
F.R.C.P., and R. N. ‘TATTERSALL, O.B.E., 
M.D., F.R.C.P. London: The English 
Universities Press Ltd., 1960. Pp. 489. 
Price 42s. 

THE happy 

forensic medicine and a physician has resulted 

in what might almost be described as the ideal 
book on The 
tendency in recent years has been for toxicology 
to become a specialized subject, heavily over- 
weighted with scientific and legal jargon. Pro- 


combination of a professor of 


toxicology for the clinician. 


fessor Polson and Dr. Tattersall have rescued it 
from this back-water seclusion and placed it 
firmly and squarely where it should be—in the 
direct stream of clinical medicine 

This is a book which the clinician will read 
with pleasure and understanding. Attention has 
been concentrated on poisons in the 
rather than the factory, and no attempt has been 
made to give a comprehensive account of every 
toxic substance. Here the clinician will find all 
he needs to know about barbiturate, salicylate, 
and strychnine poisoning, as well as mushroom 


home, 


and a host of others. 
Each chapter is illustrated with 
records, and the whole is presented in a pleasant 


poisons and insect poisons 
freely case 
style. Those who wish to pursue any particular 
subject in more detail will appreciate the care- 
fully 
every chapter 


selected list of references at the end of 


An excellent book 


Hypnosis in Treatment. By WILLIAM 
MOoopik, M.D., F.R.C.P., D.P.M. London: 
Faber & Faber, 1959. Pp. 167. Price 18s. 

“WovuLD help him, doctor?’—This 

question has been asked more often in recent 


hypnosis 


years, and this book by an experienced psychia- 
trist describes in simple language the place of 
hypnosis in psychiatry. In the hypnoidal state, 
the patient is relaxed and closer to his dream 
thinking. He is after 
discussion, pictures can be put into his mind 
which can attitude to life. The 
author uses this method as part of a more com- 
prehensive therapy in which he attempts to 
trace the origins of the symptoms. He illustrates 
his thesis with numerous case histories. 


The book provides an 


suggestible, and, prior 


change his 


introduction to the 
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subject which is easy to read. It might, however, 
be improved by the addition of a bibliography 
for those who would like to study the subject 
further 


Mirage of Health. By Dr. RENE Dvusos. 
London: George Allen & Unwin Ltd., 
1960. Pp. 221. Price 21s. 

THIS is a really good book which challenges 

much medical thinking by drawing 

attention to facts, often well known but con- 
veniently ignored. It is pleasantly written and 
well printed. It is eminently quotable, but two 
extracts must suffice to illustrate the author’s 
style and main thesis, though his range is much 
wider: ‘The diseases of our time, from hyper- 
tension to silent despair or acute paranoia, 
cannot help imparting to the music, the written 

word and the plastic arts of the present era a 

mood which to the critic of the future will seem 

as weird and unhealthy as the sentimental ex- 
cesses of the romantic period appear to us 
today’. ‘While it may be comforting to imagine 

a life free of stresses and strains in a carefree 

this will remain an idle dream. Men 

cannot hope to find another Paradise on earth, 
because Paradise is a static concept while human 


modern 


world, 


life is a dynamic process. Man could escape 
danger only by renouncing 


abandoning that which has given to the human 


adventure, by 


condition its unique character and genius among 
the rest of living things’. 

Doctors and laymen alike will find the book 
stimulating yet easy reading, and be grateful to 
Dr. Dubos for giving us his sagacious and at 
times entertaining comments on the interaction 
of medicine and civilization down the centuries. 


The Anatomy of Judgment. By. M. L. 


JOHNSON ABERCROMBIE, B.Sc., PH.D. 
London: Hutchinson & Co. (Publishers) 
Ltd., 1960. Pp. 156. Illustrated. Price 
255. 

For some ten years Mrs. Johnson Abercrombie 
has been investigating the relative value of free 
discussion groups and of didactic teaching in the 
training of medical students. Her hypothesis is 
that we may learn to make better judgments if 
we can become aware of some of the factors that 
influence their formation. Once we are aware of 
these factors we are in a stronger position to 
alternative judgments, rather than 
blindly accept the first that comes to mind. In 
other words, we may become more receptive, 


consider 


or mentally more flexible. 

Her book is divided into two parts. The first, 
subtitled ‘the relation between the inside and 
outside worlds’, describes the origin, develop- 
ment and structure of judgment. The second 
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examines the application of these principles, as 
illustrated by the author’s own experience with 
her free discussion groups. The first part is a 
fascinating analysis of the available 
which will appeal to all discriminating readers 
The second part is rather more disappointing 
to the general reader, although it will be of 
value to all with the 
undergraduates. Is it possible that the author's 
judgment has been slightly prejudiced by her 
personal interest in the results of the discussion 


evidence 


concerned teaching of 


groups she conducted? 


The Royal College of Surgeons of England. 
By Str ZACHARY COPE, M.D., M.S., 
F.R.c.S. London: Anthony Blond Ltd., 
1960. Pp. 345. Illustrated. Price 63s. 

Tuis history of the Roval College of Surgeons 

of England starts in the year 1800, when it was 

Royal Charter, but the 

really begins in 1745, when the Company of 

Surgeons, led by Cheselden and John Ranby, 


established by story 


separated from the Barber Surgeons with whom 
it had been linked for two hundred 
With the Royal Charter of 1800 a new period 
began. The purchase by the 
John Hunter’s Museum, and its entrustment to 
College, set the seal upon it as a 
scientific institution devoted to the 
advancement of surgery. With the passing of the 
Medical Acts of 1858, the role of the College 
as the leading force in surgical education was 
assured. A conjoint board, with the College of 
Physicians, established a national standard of 
medical qualification. The third half-century of 
the College was one of continuous and acceler- 
It was marked by three wars 
that removed many of the Council temporarily 
from the College, two of which involved the 
whole civilized world, and by the destruction of 
the College buildings and a rebuilding that 
involved replanning the whole site, a recon- 
sideration of the scope of the College as an 
educational and research institute, and its re- 
establishment as the 


years 


Government of 


the new 


study and 


ating evolution 


leading centre of 
in the Western world 

that Sir 
labour of 


post- 
graduate surgical study 

The College is 
Zachary Cope has undertaken the 
writing its history, for he has been for 


indeed fortunate 
many 
years a councillor, and has known personally all 
those who have guided its destiny in recent 
times. He has the historian’s gift of sifting the 
essentials from a mass of detail, and the pen of 


a ready writer. He has drawn for us a vivid 
picture of those great men whose portraits look 


Hall 


cen- 


Lumley 
Throughout the 


down on us from the walls of the 
and the Council Room 

that John Hunter has 
remained the soul of the College and of British 
surgery His 


turies ‘dear man’ 


ideals have inspired countless 
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successors. His Museum has remained a centre 
of study, and has been tended and expanded by 
a series of devoted curators—Clift, Owen, 
Queckett, Flower, Keith, Wood Jones and Jessie 
Dobson. The book is attractively presented and 
profusely illustrated. 


Surgeon Compassionate. By FRIEDA SAND- 
witH. London: Peter Davies Ltd., 1960. 
Pp. 235. Illustrated. Price 215. 

THE compassionate surgeon is Dr. William 

Marsden, the founder of the Royal Free 

Hospital and the Royal Cancer Hospital (now 

renamed, after its founder, the Royal Marsden 

Hospital). The author is a great grand-daughter 

of Dr. Marsden. The book is a rather senti- 

mentalized account of the idealist who had suf- 

Yorkshire dourness to found two hos- 

pitals in spite of strong opposition from the 

vested medical interests of the day. 

Born in Sheffield in 1796, Marsden 
apprenticed to a local druggist when he left 
He had, however, already made up his 
mind to become a doctor and, when his father 
opposed his wishes, he left home at the age of 19 
and came to London. Here he became appren- 
ticed to a general practitioner in Holborn. It 
was his experiences in Holborn that inspired 
him to found a hospital to which admission 
would be free and not dependent—as in the 
case of all the other voluntary hospitals of the 
upon a recommendation from a hospital 
It was in 1828 that the Royal Free 
Hospital, as it is now known, was founded 
with the proud boast that it was the first free 
London. Almost a quarter of a 

in 1851—he founded the Royal 

Marsden Hospital, the inspiration for this being 

the death of his first wife from cancer. In spite 

of receiving Royal patronage for both his hos- 
pitals, Marsden never received any official 
approval of all he had done for the poverty- 
stricken patients of the Metropolis. His two 
hospitals, however, are a perpetual memorial to 

Yorkshireman who used his 

native wit and doggedness to such good effect 

His descendant’s sketch of his life provides an 

interesting insight into the man he really was. 


ficient 


was 


sc hool 


time 
governor 


hospital in 


century later 


the sentimental 


NEW EDITIONS 

Life, by R. D. Lawrence, M.p 
F.R.C.P., in its sixteenth edition (J. 
Churchill Ltd., 15s.) remains the 
friend and his practitioner’s guide 
lished in 1925, 


The Diabetic . 
& A. 
diabetic’s 
First pub- 
it spans the new era introduced 
for diabetics by the discovery of insulin 
cessive editions have kept pace with advances 
in treatment, and the new 


Suc- 


edition deals suc- 
cinctly with the present standing of the new oral 


hypoglycemic compounds. The international 
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reputation of the author as an authority on 
diabetes is well illustrated by the fact that his 
book has now been translated into Dutch, 
French, Italian and Spanish. As a practical 
guide to the management of diabetes it stands 
supreme. 


A Textbook of X-Ray Diagnosis. Volume IV, 
edited by S. Cochrane Shanks, C.B.E., M.D., 
F.R.C.P., F.F.R., and Peter Kerley, C.v.O., C.B.E., 
M.D., F.R.C.P., F.F.R., D.M.R.E., third edition 
(H. K. Lewis & Co. Ltd., £5 10s.).—The 
twenty-one eminent contributors have combined 
to produce an extraordinarily well-balanced 
text covering most of the essential subjects in 
radiology of the bones and soft tissues. The 
student of radiology or the clinician who from 
time to time seeks its help will find most useful 
the appearances of the different joints in the 


and the account of the 


various 
normal variables such as epiphyses and ossifica- 
difficult tech- 


Unusual but 


projections 


tion centres, unaccompanied by 
descriptions 
often 


nical or physical 
normal appearances can occasion great 
difficulty especially in 
C. G. Teall’s 
pediatric radiology has enabled him to make 
deformities 


medico-legal cases 


considerable experience in 
subject of congenital 
In the chapter on 
a general work of 


even the 

interesting 
which is necessarily brief in 
this kind, the principles governing the displace- 
and 


bone injuries, 


ment of fragments are clearly described 
Campbell Golding refreshingly challenges some 
established opinions such as the alleged diffi- 
culty of showing scaphoid fractures and makes 
interesting observations on the mechanisms of 
spinal fractures. The section on facial fractures 
is inadequate by modern standards particularly 
in its failure to emphasize the importance of 


Rohan Wiliams’ con- 


mmatory diseases 


planes of displacement 
tribution on uncommon infla 
of bones would have gained by a reference to 
the recent work of D. | 
but the same author's section on osteochondrosis 


Paterson on leprosy 


effectively establishes order in a confused field 
There are some omissions—the work of D. H. 
Collins on the vertebrz is neglected and Reiter's 
in the index—but 
The 
most intriguing and most controversial aspect 
radiology is that of 
is highly 


as it is on a large practical experience but he 


disease does not appear even 
in other respects this book is outstanding 


of bone bone tumours 


Golding’s account instructive based 
also stresses the difficulties in diagnosis. 

With its 735 illustrations, the publishers have 
combined with the authors to produce a book 


of distinction. 


Craw ford 
& S 


John 
edition (E 


Outline of 
Adams, M.D., F.R.C.S., 


Orthopedics, by 
third 
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Livingstone Ltd., 35s.).—That this work should 
reach a third edition within five vears of its 
first publication testifies to the excellence and 
popularity which we foresaw in 1956. The 
author has made a modest increase in size but 
maintains his object of supplying the needs of 
the student and general practitioner with 
brevity, lucidity and a nice touch of the general 
philosophy of medicine. In these days of ver- 
bosity it provides an object lesson from which 
we all might profit. Quite minor points occur 
to us for future editions: the word ‘forceful’ 
applied to manipulations though correct could 
be misunderstood by the inexperienced—force 
should be applied gently (coaxing in most cases); 
in excision arthroplasty of the hip (pp. 25, 321) 
few surgeons would interpose the gluteal muscles 
between the femoral shaft and the acetabulum; 
the site of rupture of the extensor pollicis longus 
tendon most commonly is in its groove at the 
back of the radius; the figures no. 11 and 194 
are not quite accurate. Many topics of present- 
day importance are adequately and judicially 
discussed: even the dreadful fashionable ladies’ 
shoe. One wishes that Mr. Crawford Adams 
would apply his dialetic ability to a full-scale 
condemnation of this unhealthy imposition upon 


woman: elsewhere, of course. 


Cozen, M.D., 
Kimpton, 


Office Orthopedics, by Lewis 
F.A.C.S., in its third edition (Henry 
70s.) sets down the treatments and procedures 
that are typically used in an outpatient clinic or 
surgery. This account is intended to be of use 
to general practitioners. Essentially it is a prac- 
tical manual of diagnosis and treatment and as 


such has a contribution to make to general 


orthopedic literature. The chapters dealing with 
backache and postural deformities are especially 
useful, and impose on the reader a sane prac- 
tical outlook. It is probable that the use of 
hydrocortisone and its analogues is a little over- 
emphasized. One gains the impression that the 
value of simple surgery is minimized because it 
is not carried out in the consulting room. This 
is a good book, attractively written and illus- 
trated and will be useful to young practitioners 
who wish to maintain contact with the clinical 


problems of outpatient orthopedics. 


the May issue, which will contain a 


mposium on ‘Diseases of the Skin’, will be found on 
I , 


page A 1s8 at the end of the advertisement section 
Notes and Preparations see page 545 

Notes from the Continent see page 549 

Fifty Years Ago see page 551. 

Motoring Notes see page A 101. 

Travel Notes see page A 105 


Bridge Notes see page A 111. 
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the mild analgesic 
of completely new chemistry 
that lasts RIGHT through 

a 


VALTORIN, the NEW MILD ANALGESIC of 
completely new chemistry, remains active half as long 
again as any other mild analgesic and eases the 
patient right through pain. Despite a painful condition, 
it will, for example, ensure a full night’s natural sleep. 
Valtorin, presented in special flash-dispersal tablets, 
has NONE of the major side-effects of other mild 
analgesics: NO intestinal irritation or bleeding, NO 
constipation, NO blood dyscrasias. Its main active 
principle is six times SAFER than aspirin, three times 
SAFER than paracetamol]; it is less toxic than any 
other mild analgesic. 

Valtorin is also a potent anti-pyretic, and is indicated 
in ALL CASES where aspirin, codeine or paracetamol 
might previously have been prescribed. 


i 
i 
i 
i 
' 
‘ 
i 
i 
i 
i 
! 
i 
: 
i 
Vv 


al, 


VALTORIN' 


2-(3-chlorethyl )-2. 3-dihydro-4-ox0-(benzo-1, 3-oxazine) with phenacetin 


_, Selendis 


“+ %~ tured and distributed in the U.K. by Pfizer Lid,, Folkestone, Kent for 
( ee pec 9 ER aparerd INGELHEIM am RHEIN 


Gataead proprietors of the Trade Mark * Regd. Trade Mark 


4616 





THE PRACTITIONER 


TE a 








New 


Long acting 
sympathetic inhibitor 
with easily controllable 
antihypertensive effect 


Ismelin 


Acts at sympathetic 
post-ganglionic 


nerve endings ie 
Fa 
* 





Ismelin is a potent antihypertensive 
which replaces ganglion blocking 
agents yet does not produce 
ganglionic blockade. 


it exerts a smooth antihypertensive 
effect of exceptional duration; 
once-daily dosage controls blood 
pressure without fluctuations 
characteristic of earlier drugs. 


Ismelin does not affect the parasym- 
pathetic system; constipation, paralytic 
ileus and dry mouth do not occur. 


Please see detailed literature for 
unique dosage scheme. 


Tablets of 10 mg. and 25 mg. in 25's, 100’s and 500’s. 
Ismelin is 2-perhydroazocin-1’-yl-ethylguanidinium 
sulphate. 


a product of CIBA research 











NOTES AND PREPARATIONS 


NEW PREPARATIONS 
ANTURAN’ tablets each contain 100 mg. of 1, 
2-diphenyl-3, 5-dioxo-4-(2’-pheny! 
ethyl)-pyrazolidine and are said to provide ‘an 
effective 
level and of increasing the 
tion’. They are indicated in the maintenance 
treatment of chronic gout and are said to be well 


Side-effects 


sulphinyl- 


means of lowering the serum urate 


renal urate excre 


tolerated over prolonged periods 
are minimal. Available in containers of 100 
tablets. (Geigy Pharmaceutical Co Ltd., 
Wythenshawe, Manchester, 23.) 


‘“NEUTRAPEN’ Is a preparation of penicillinase for 
use in the treatment of penicillin reactions, and 
is administered intramuscularly as an adjunct to 
customary measures such as adrenaline or hydro- 
cortisone. Presented as a freeze-dried powder for 
with 
before use, and available in rubber-capped vials 
each containing 800,000 units 
Wellcome & Co., The Wellcom« 
Euston Road, London, N.W.1.) 


PHARMACEUTICAL NOTES 
PHARMETHICALS (LONDON) Lp. that 
thev have been able to reduce the dosage of 
their ‘primodos’ pregnancy test from 4 tablets 
to 2 tablets by norethisterone 
component with The 
product is therefore now presented in packs of 
2 tablets (1 test), and of 20 tablets, each contain- 
ing 5 mg. of norethisterone acetate and 0.01 mg 
of ethinyleestradiol. The 
tablets is no longer 
Street, London, W.1.) 


reconstitution sterile water immediate 
(Burroughs 


Building, 


announce 


replacing the 


norethisterone acetate. 


test consisting of 4 
available. (20 Gerrard 
that 
milk, 
184, 


7s od per 


Joun Wyetu & Brotruer Lp. announce 
the price of their humanized dried 
*S.M.A.’” (The Practitioner, March 
352) has 
16-ounce tin, reductions 
for hospitals and clinics. (Clifton House, 
Road, London, N.W.1.) 


NEW APPARATUS 

*‘KLINBAGS’ are containers for sterilizing rubber 
gloves and are said to offer several advantages 
over the conventional sterilizing bags. They are 
made of thin paper and have several compart- 
ments, each of which holds a pair of gloves. If 
desired, the gloves can be sealed in the pocket 
with adhesive tape before sterilization and re 

tained there in sterile condition until needed. 
The bags cost under one penny each and can be 
used several times before being discarded. They 
are not affected by the ‘barrier of French chalk 
which normally reduces the efficiency of linen 
bags’. (Robert Whitelaw (Newcastle) Ltd., 44 
Great North Road, Newcastle upon Tyne, 2.) 


1960, 


now been reduced to 
with corresponding 


I uston 


G.C.1.’ and ‘G.C.2.” are gas cookers designed 
by the Gas Council to help handicapped people 
such as those confined to a wheel-chair or who 
full use of their hands or whose 
sight is defective. All the burners on the cooker 
hotplate will light automatically when a tap ts 
turne d, and to light the oven it 1s only necessary 


have not the 


to apply a light to an aperture in the oven base 
plate, which is placed near the front to reduce 
stooping. The gas taps have lever extensions 
which can be turned with the elbow or the back 
of the hand if necessary. Another helpful point 
extension on the oven thermostat 
head, on which the settings can be identified by 
touch and hearing—each setting ‘clicks’ when 
turned. On the ‘G.C.2.’ 
planned so that the oven and hotplate can be 
side by side. (Sidney Flavel & Co. Ltd., Eagle 
Leamington Spa, Warwickshire.) 


is the lever 


model the cooker ts 


Foundry, 


MINIATURE Orrice’ is the name of a Norwegian 


compactum which opens to form ‘a fully fitted 


office with a place for everything’ and is com- 
plete with an adjustable light and ‘selfile’ filing 
It is made of mahogany and birch, and 
looks like a normal compactum 


unit 


W“ hen c losed 


which ‘blends handsomely with the furniture of 
the modern home’. Its dimensions are: height 
45} inches; depth 21} inches; width 32} inches 
and 644 inches opened. Price £65. 
(Badenia Calculators Ltd., Lion Red 
Lion Street, London, W.C.1.) 


close d, 


House, 


ROYAL SOCIETY OF MEDICINE 
[HE next meeting of the Section of General 
Practice will be held at 8 p.m. on Wednesday, 
April 20, and will take the form of a Trans- 
Discussion between the Section of 
Practice and the Delaware Medical 
The subject for discussion will be 
‘Cases of Pain or Fever (not in elderly persons)’, 


atlantic 
General 
Society 





546 


and the speakers for the British team will be 
Dr. Geoffrey O. Barber (Chairman), Dr. lan 
Watson, Dr. J. Richardson, and Mr. Gordon 
Gill. The American panel will include Dr. G. 
Barrett Heckler (Moderator), Dr. Leonard P 
Lang, Dr. Lemuel C. McGee, Dr. Leslie W 
Whitney, and Dr. J. W. Howard (consultant). 
The programme is Messrs 
Smith Kline & French Ltd. 


sponsored by 


JEPHCOTT LECTURE 

Tue Jephcott Lecture for 1960, on ‘Coronary 
Artery Disease’, will be given by Sir Howard 
Florey at the Royal Society of Medicine on 
Monday, May 9, 1960, at 7 p.m. Admission will 
be by ticket only, obtainable by post from The 
Secretary, The Jephcott Trust, 1 
Carlos Place, London, W.1 


Lecture 


FORTHCOMING CONFERENCES 
The Sixth International Congress of Internal 
Medicine will be held in Basle from August 24 to 
27. Programmes and registration forms may be 
obtained from the Secretary, 6th International 
Congress of Internal Medicine, Steinentorstrass« 
13, Basle 10, Switzerland, and 
should be received by April 30 


registrations 


THE twenty-sixth International Congress on 
Alcohol and Alcoholism will be held in Stockholm 
from July 31 to August 5, and is open to re- 
search workers and ‘others interested in the 
problem’. Full details may be obtained from 
the General Secretary, 26th International Con- 
gress on Alcohol and Alcoholism, Box 5071, 
Stockholm 5, Sweden. 


Refresher Course in Psychological Medicine. 


A series of eleven weekly lecture-seminars on 
aspects of psychological medicine of interest to 
general practitioners has been arranged under 
the auspices of the British Postgraduate Medical 
Federation by the Department of Psychological 
Medicine at the Royal Free Hospital. The 
course will start on April 27 or 28. Full details 
may be obtained from Dr. S. W. Hardwick, 
Royal Free Hospital, Gray’s Inn Road, London, 
W.C.1. 
FILM NEWS 

They Breathe Again (16 mm., sound; running 
time 21 minutes) demonstrates the principles 
of treatment in respiratory, bulbar and bulbar- 
respiratory poliomyelitis as practised in the 
Respiratory Unit at Rush Green Hospital. It 
was produced by the Royal Society of Medicing 
Film Unit and is intended for nurses, medical 
students, hospital residents and general prac- 
titioners. Copies are available from Rush Green 
Hospital, Romford, Essex. 


Upper Lobectomy with Sleeve Resection of the 
Main Bronchus (16 mm., colour, sound; running 
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tume 184 minutes) shows the operation which 
was evolved to meet the demands in a certain 
group of patients in whom standard lobectomy 
was indicated in that the patient’s respiratory 
reserve was so low as to preclude the successful 
employment of pneumonectomy’. The film was 
produced by the Royal Society of Medicine 
Film Unit and the operation was performed by 
Sir Clement Price Thomas. It is intended for 
postgraduate audiences and is available from 


the B.M.A. Film Library. 


Hospital Sepsis: A Communicable Disease (16 
mm., colour, sound; running time 28 minutes) 
shows, by means of a case history, how bacterial 
infection may be brought into a hospital and 
how the micro-organisms can multiply 
spread to infect other patients. Methods of 
preventing such spread of infection are demon- 
strated, and the important part played by all 
staff is emphasized. The film was 
produced under the direction of Dr. Carl 
Walter of the Harvard Medical School, in col- 
laboration with the American Medical Associa- 
tion, the American College of Surgeons, and the 
American Hospital Association, with the sup- 
port of Messrs. Johnson & Johnson. Obtainable 
upon application to Mr. Myles A. Adburgham, 
Johnson & Johnson (Great Britain) Ltd., 
Slough, Buckinghamshire. 


and 


hospital 


SOCIAL SECURITY RECIPROCITY 
‘THE reciprocal social security agreements which 
the United Kingdom concluded with Finland 
and Denmark last July and August have now 
ratified, and both came into force on 
March 1, 1960. 


been 


JOBS FOR THE BLIND 

In launching a campaign for the greater empioy- 
ment of blind people last month, the Ministry 
of Labour drew attention to the fact that there 
are already over 10,000 blind people in employ- 
ment in Britain. These include over 600 blind 
telephonists in employment on private switch- 
boards, many hundreds of shorthand typists, 
and 298 qualified physiotherapists. Other types 
of work in which blind people have been 
employed are the confectionery 
trades, lathe operating, thermostat 
assembly, and plug gauging. The Ministry 
points out that the accident rate among blind 
workers is rather lower than it is for others, that 
their output and efficiency compare favourably 
with other workers, and that blind workers have 
‘a remarkable reputation for long service with 
their firms’. 


successfully 
capstan 


PLAGUE AND CHOLERA 
Lgss than 42,000 cases of cholera were officially 
reported in 1959, according to a WHO report, 
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compared with 95,000 in 1958 and 64,000 in 
1957. In India the situation was probably the 
most favourable on record: less than 14,000 
cases, compared with 67,000 in 1958. The 
world incidence of plague was also low: less 
than 300 cases of human plague were officially 
reported in ten countries of Africa, America 
and Asia (outside continental China). On the 
other hand, the occurrence of ‘accidental’ single 
cases (in the United States of America and 
Madagascar) and of small foci in areas which 
were apparently free from human cases for a 
year or more (in Northern India and the Union 
of South Africa) indicates that the infection is 
still maintained among rodents in wide areas of 
these three continents. 


SOCIAL MEDICINE 
“Tue lack of amenities and the environmental 
evils of urbanization and industrialization still 
afflict us. Though much has been done, as is 
obvious to the eye, in rehousing people and in 
cleaning the air, there is still a tremendous task 
Traffic 
worse; there are more deaths 
there appear to be more wives working; doctors 
tell me that more prescriptions for tranquil- 
lizers and tonics are being issued. More women, 


awaiting us. problems are growing 


from violence; 


as well as more men, are smoking more cigar- 
etges. ... 

‘Although many difficulties are overcome by 
an improvement in standards of living and 
material welfare, they very often leave behind 
new problems which are not so easily defined 
The young family from a slum clearance area 
is rehoused on a fine new estate, but feel the 
parting from familiar surroundings and elderly 
parents or relatives who live on their own; the 
teenager who finds a well paid job and then 
realizes that having more money to spend does 
not make up for the lack of interest and purpose; 
and the mentally sick person, cured of his ill- 
ness, who cannot bring himself to resume 
normal life’. (Annual Report of the Medical 
Officer of Health for Salford for 1958.) 


RUSSIAN MEDICINE 
A NEw five-year plan for medicine is announced 
in a decree recently issued by the Soviet 
authorities. This includes an increase in the 
number of hospital beds by 616,000, and a 
three- to four-fold increase in the output of 
drugs, medical equipment and other medical 
articles. There is to be particular emphasis on 
the output of antibiotics and vitamins, and 
there is to be a six- to 13-fold increase in the 
output of medical equipment involving the use 
of radio-electronics and nuclear physics. In 
announcing these developments, it is claimed 
that there has been a four-fold drop in the 
death rate and that the life expectancy rate has 
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been doubled. The Soviet Union, with 380,000 
doctors and 1,300,000 medical staff, now stands 
‘first in the world’. 


ALLERGY AND NOCTURNAL 
ENURESIS 

‘ALLERGIC cystitis’ is a common cause of noc- 
turnal enuresis among the 5 million children in 
the United States affected with this distressing 
condition, according to J. C. Breneman (GP, 
1959, 20, 85). He claims that ‘laboratory study, 
six cystoscopic examinations, in vitro compari- 
sons, clinical observation and study presented 
strong evidence of the allergic origin of noc- 
turnal enuresis’ ‘in all cases of enuretic patients 
over 3 years of age who had no structural 
urologic disorder or infection, and no gross 
meatal or neurologic defect’. Even more striking 
is his claim that ‘the evolved method of treat- 
elimination of specific food 
allergens, has reduced treatment failure to 
zero’ in the series of 60 cases which he reports. 
‘high in histidine’ were found to be 
involved in the etiology of enuresis. 


TRADE IN TORTOISES 

IN 1955, over 150,000 tortoises were imported 
into this country from Morocco, according to 
the annual report of UFAW (The Universities 
Federation for Animal Welfare) for the year 
ended June 30, 1959. Of these, it is estimated, 
only 1% survived their first winter in Britain. 
The vast majority died in the hands of pet- 
owners, the main causes of death being escape 
and starvation, or malnutrition with consequent 
death during hibernation. “The tortoise’, it is 
pointed out, ‘is cheap to buy but expensive to 
feed properly’. As our climate is not suitable 
for the spur-thighed tortoise (the one most 
commonly imported into Britain) it is recom- 
mended that it ‘should only be in the hands of 
those who can give it special care’. 


HAPPY AMERICAN MARRIAGES 
MARRIAGES in which the husband is mentally 
superior to, and considerably older than, the 
wife have the best chance of happiness, accord- 
ing to Dr. E. W. Busse and Dr. Carl Eisdorfer, 
of Duke University. The age difference in 
happy marriages is 5.9 years. 

VISUAL ACUITY OF WHITE AND 

COLOURED STUDENTS 
IN view of the suggestion that the composition 
of the diet may affect visual acuity, I. Mac- 
donald (S. Afr. ¥. med. Sci., 1959, 24, 1) has 
investigated the visual acuity of over 2000 
South African undergraduates (1,629 Euro- 
peans, 303 Africans, 62 ‘coloured’ and 55 
Indians). His results show that the Europeans 
had a lower visual acuity than the other three 
groups. Thus, only 74.5% of the Europeans 


ment, i.e. the 


Foc »ds 





548 


had an acuity of 6/7.5 or more in the stronger 
eye, compared with 94% of the Africans, 
83.9% of the ‘coloured’ students, and 87.3‘ 
of the Indian students. As the author points 
out, dietetic inadequacy would be expected to 
be least among the European students, yet it 
was this group that showed the lowest visual 
acuity. There is no evidence, so far as these 
groups are concerned, that dietetic habits play 
a significant role in the etiology of defective 
visual acuity. Attention is also drawn to ‘the 
very high proportion of African undergraduates 
with visual acuity considered normal by Euro- 
pean standards’. 


PUBLICATIONS 
Medical Aspects of Amateur Boxing is an ad- 
mirably balanced review of the subject. In 
addition to providing the recommended medical 
standards for amateur boxers, as contained in 
the medical welfare scheme of the London 
Amateur Boxing Association, it discusses all 
the relevant problems likely to be encountered 
by doctors. It is a booklet which should be 
studied, not only by those actively concerned 
with amateur boxing, but also by all family 
doctors so that they can obtain an authoritative 
idea of the much publicized hazards of this 
excellent form of sport. As one contributor 
points out, ‘despite the fact that thousands of 
amateur contests take place every year in Great 
Britain, there are very few cases of serious 
injury—far fewer, than in 
Rugby or Association football, or in athletics’ 
(London Amateur Boxing Association, price 


2s. 6d.) 


The Health of Business Executives —The Chest 
and Heart Association and the Institute of 
Directors recently organized a one-day con- 
ference. The papers read thereat are here re- 
produced, and are full of common sense, sound 
judgment and wise advice. Moreover every 
speaker seems to have realized that he had 
before him an entirely new audience, and has 
seized the opportunity to tell them all his best 
medical stories. (The Chest and Heart Associa- 
tion, price 15s.) 


The Older Director—His Limitations and Ad- 
vantages is a booklet prepared by the Medical 
Research Unit of the Institute of Directors, and 
describes how, ‘by understanding the processes 
and changes within himself and round about 
him, and by setting aside time in which to learn 
and keep up to date’, the older man can remain 
open minded and progressive. The final section 
gives practical hints on what to do to keep fit 
and happy. (Institute of Directors, price 2s.) 


The Complete Cookery Book for Diabetics, by 
Iris Holland Rogers, second edition.—Diabetics 


pre yportionately P 
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who like to be adventurous in trying new dishes 
within the limits of their diets will find this 
book useful, since it combines basic plain cook- 
ing with appetizing recipes which can be 
enjoyed by the rest of the family. The food 
values are clearly stated and an unusual section 
is devoted to ‘sundries’ such as jellypops and 
which will give delight to chil- 
dren. Diabetics, however, should have a full and 
intelligent knowledge of the food values of their 
own diets before using the exchanges in this 
book. (H. K. Lewis & Ce. Ltd., price 6s.) 


caramel balls 


Nursing Care of Patients with Eye, Ear, Nose, 
and Throat Disorders, by Mary Estelle Shepard, 
R.N., is a good practical manual and should 
prove most valuable to the nurse who has to look 
after such patients. In each section the anatomy 
and physiology are briefly described. There 
follows a short description of the various 
affections and such of their treatment as a nurse 
may be expected to carry out. There is a parti- 
cularly good description of the care of the 
patient before and after laryngectomy. The 
book should be a really useful addition to the 
nurse or sister-tutor. (The 
Macmillan Co., price, 28s.) 


library of any 


Gadget Leaflets is a bound set of eleven leaflets 
issued by the National Association for the 
Paralysed and designed to provide up-to-date 
information about home-made and commercial 
aids for the physically handicapped. The leaflets, 
which include such titles as ‘Aids in dressing’, 
‘Aids in the bathroom’ and ‘Aids in domestic 
work’, are available individually, price 1s. each, 
or as a bound set price 10s. 6d. post free, from 
the National Association for the Paralysed, 
1 York Street, Baker Street, London, W.1. 


Iron Deficiency Anaemia, WHO Technical 
Report Series No. 182, is the report of a study 
group set up to review the subject from an inter- 
national point of view. It provides a useful 
summary of available knowledge and indicates 
lines upon which further investigations should 
be carried out. (H.M. Stationery Office, price 
1s. od.) 


Lipids in Relation to Arterial Disease, by 'T. P. 
Hilditch, C.B.E., D.SC., F.R.I.C., F.R.S., and H. 
Jasperson, PH.D., F.R.1.C., is a useful summary 
of current biochemical evidence on the subject. 
Copies are available to members of the medical 
profession, free of charge, on application to 
J. Bibby & Sons Ltd., King Edward Street, 
Liverpool, 3 


Tue Pitman Medical Publishing Co. Ltd. have 
now issued an up-to-date catalogue of medical 
books published by Sir Isaac Pitman & Sons 
Ltd. and the J. B. Lippincott Company. 





ANNOUNCEMENTS 








SERPENTINA 





NO SINGLE ALKALOID 
of Rauwolfia serpentina 
is more effective than 


the MIXED alkaloids 


=e 





~ RAUWILOID 


FOR THE TREATMENT 
OF MILD TOMODERATE 


HYPERTENSION 


Each ‘RAUWILOID’ tablet contains 


2 mg. selected alkaloid hydrochlorides 
of Rauwolfia serpentina 


This purified fraction is biochemically standardised 


PACKS AND PRICES to ensure that the 


‘Rauwiloid’ tablets are in bottles ANTI-HYPERTENSIVE, SEDATIVE and 


BRADYCARDIC properties of ‘RAUWILOID’ 


60 9/4 | 
Basic N.H.S. costs litan . 
500 64/- | tablets are of uniform potency. 


DOSAGE 


R4UWILOID'i g he a R oa 
RIKER LABORATORIES Initially two tablets (4 mg.) 
L MITED nightly for one month. 


This may then be reduced to 
one tablet nightly for maintenance. 


(RIKER 





THE PRACTITIONER 


SS 




















Midicel tablets and suspension 


the long-acting sulphonamide 


sustains therapeutic sulphonamide levels for 24 hours with a single dose 


Each teaspoonful (5 ml.) of MipiceL* Suspension contains 
0:25 G N’-acetyl sulphamethoxypyridazine. 
Bottles of 60 ml. and 16 fl. oz. (455 ml.) 
Each mipicet Tablet contains 0°5 G sulphamethoxypyridazine. 
Containers of 12, 100 and 250 


PARKE-DAVIS Ih 
PARKE DAVIS AND COMPANY Hounslow Middlesex *Trade Mark PD95 





NOTES 


FROM THE CONTINENT 


A European Newsletter 
FRANCE 


rs) 


Hepato-splenomegaly in adults.—In 75% of cases 
of hepato-splenomegaly in African adults no 
specific etiological factor can be found, accord- 
ing to Professor Payet and Dr. Armengaud. The 
classical etiological factors, such as malaria, 
schistosomiasis, tuberculosis, and syphilis, are 
found in only a small proportion of cases. As it 
has been shown in the experimental animal that 
blockage of the reticulo-endothelial system 
leads to enlargement of the liver and spleen, the 
suggestion is put forward that it is some com- 
parable mechanism that is responsible for these 
cases of hepato-splenomegaly in Africans. In 
other words, the hepato-splenomegaly is part 
of a diffuse involvement of the reticulo-endo- 
thelial system. At present the cause is unknown, 
but it is considered that the condition is a 
definite clinical entity. 


Hematoma of the umbilical cord.—Although 
hzmatoma of the umbilical cord is one of the 
rarer obstetric accidents, M. Bardiaux and 
A.-J. Bret have been able to produce a review 
of the subject based upon 25 cases. The hema- 
toma varies in size. It localized 
swelling at the placenta end of the cord, but it 
may be bipolar in shape and may extend the 
whole length of the cord. It may develop before, 
during, or after, the birth of the child. It carries 
a poor prognosis for the child, as it is accom- 
panied by a 40% mortality rate. The precise 
cause of death is not known; it is certainly not 
correlated with the size of the hematoma or the 
amount of blood lost. Rupture of a blood vessel 
is often difficult to demonstrate, but there is 
sometimes evidence of changes in the wall of 
the vessels. In others, venous or arterial throm- 
bosis is sometimes seen. There is never any 
evidence of a syphilitic infection. The pre- 
cipitating cause is rarely traumatic. The sug- 
gestion is advanced that the hematoma may be 
a manifestation of a neonatal hzmorrhagic 
syndrome. 


is usually a 


The treatment of delirium tremens.—In a review 
of the treatment of delirium tremens, based 
upon a series of 105 cases, Professor G. Boudin 
stresses the importance of individual treatment. 
No two cases are the same, and there is there- 
fore no standardized treatment that can be 
automatically applied. Every case must be 
assessed on its individual features. In all cases, 
however, the first essential is to try and restore 


a normal fluid balance, stop alcohol, and give 
ample sweetened fluid by mouth, supplemented, 
if necessary, by intravenous glucose. To calm 
the patient down, chlorpromazine, 50 mg. intra- 
muscularly, is recommended. Once the patient 
is into hospital the principles of treatment in a 
case of subacute delirium are: isolation, re- 
hydration, an adequate intake of calories, and 
sedation. Sedation is best obtained by either 
chlorpromazine, 25 mg. intramuscularly every 
three hours, or intravenous injections three to 
five times daily of 2 grammes of sodium bromide 
and o.5 gramme of chloral. Other forms of 
medication, such as vitamins, antibiotics and 
analeptics, are ancillary to these basic thera- 
peutic principles. 

In severe cases treatment is more complex, 
and the results more unpredictable. Chlor- 
promazine by itself is ineffective unless given in 
such large doses as are likely to cause collapse. 
Reserpine is often effective, but is contra- 
indicated in elderly patients with arterio- 
sclerosis and low blood pressure. Cortico- 
steroids are sometimes almost dramatically 
successful, but carry the risk of inducing per- 
foration should the patient, unbeknown to the 
doctor, have a peptic ulcer. Hydroxydione 
sodium succinate is sometimes very effective, 
but its repeated use is liable to be complicated 
by troublesome local reactions at the site of 
injection. Finally, it is stressed that the treat- 
ment of these severe cases of delirium tremens 
requires a special department in hospital 
staffed by highly trained medical and nursing 
personnel 


The French doctor.—The French Institute of 
Public Opinion recently carried out a public 
opinion poll to find out what Frenchmen 
expected of their doctors. The results indicate 
that the doctor enjoys a high prestige in France. 
The ideal doctor, according to French opinion, 
is neither young nor old: 45% of those par- 
ticipating in the poll gave 35 to 44 as the ideal 
age, 35% preferred the subsequent decade. 
Over 70% gave top priority to freedom of 
choice of doctor, whilst 87°% considered 
allegiance to their doctor as ‘de rigeur’. When 
asked to list in order of priority the important 
characteristics of a doctor, those participating in 
the poll put ethical behaviour well at the top, 
followed by diagnostic skill and then scientific 
knowledge. So far as ethical standards were 
concerned, the doctor was given priority over 
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the priest, and in the case of scientific know- 
ledge he was given priority over the engineer. 
There seemed to be very little complaint about 
the service the doctor gave: 78%, said that they 
had no complaint about the doctor not respond- 
ing to a call immediately. Needless to say, at a 
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time when further modifications in conditions 
of service are under consideration by the 
authorities, this evidence of how highly the 
profession is esteemed by the vast majority of 
Frenchmen, has proved of particular interest to 
French doctors. 


ITALY 


Bone marrow culture—A Fieschi and C. 
Sacchetti have recently discussed the value of 
bone marrow culture in clinical medicine. In 
the first place, they contend, it is of value in 
assessing the hemopoietic activity of the bone 
marrow in any given patient. Equally valuable 
is its role in assessing the efficacy of any given 
method of treatment, whilst it is also of value in 
controlling the use of drugs, such as mustine 
and aminopterin, in the treatment of leukemia. 
Perhaps more in the research field, is its use in 
the detection of anti-erythrocyte and anti- 
leucocyte factors in the serum. 


Blood changes in rubella.—In a detailed study of 
the blood changes in 62 cases of rubella, G. 
Guiliani and G. C. Angela report the presence 
of plasmocytes and atypical lymphocytes in the 
peripheral blood in practically every case. These 
atypical lymphocytes are characterized by an 
intensely basophilic staining of the cytoplasm 
The plasmocytosis is considered to be of 
glandular origin as they have never been able to 
demonstrate a corresponding hyperplasia of the 
plasmocyte elements in the bone marrow. The 
typical finding in the bone marrow has been an 
arrest of erythrocyte maturation at the poly- 
chromasic level, and a lymphocytosis. Paper 
electrophoresis of the serum revealed an in- 
crease in the ~,-globulins, and less commonly 
of the y-globulins. No direct correlation could 
be demonstrated between the lymphocytic and 
plasmocytic proliferation and the electro- 
phoretic changes. The Paul-Bunnell-Davidsohn 
reaction revealed the absence of heterophile 
antibodies of the Forssman type. 

Biopsy of lymphatic glands revealed an 
intense hyperplastic reaction involving all the 
reticular tissue, accompanied by marked edema 
and an almost complete obliteration of the 
normal histological structure. The endothelium 
of both the lymphatics and the blood vessels 
was intensely swollen, and the ‘adenogramme’ 
revealed a preponderantly plasmocyte count 
with many atypical lymphocytes characterized 
by an intensely basophilic cytoplasm. These 


appeared to be the progenitors of the similar 
cells found in the peripheral blood. The cerebro- 
spinal fluid was normal. On the basis of these 
findings, the authors define rubella as an acute 
benign viral lymphoreticulosis. 


Autoradiography in diagnosis of malignant 
growths.—G. Monasterio, in collaboration with 
F. M. Bacchini and S. Panichi, has described a 
new autoradiographic technique for the diag- 
nosis of superficial tumours. This consists of 
the intravenous injection of radioactive phos- 
phorus (P*), and the measurement of radio- 
activity over the site of the tumour, and over 
the corresponding area of skin on the opposite 
side of the body, twelve to twenty-four hours 
later. In some cases the measurement has been 
made up to eighty hours after the injection. The 
radioactivity is measured by placing an x-ray 
film over the areas in question. The authors say 
that this technique has proved useful in the 
diagnosis of malignant tumours of the skin or 
immediately underneath it, in that radio- 
activity is much more marked over the tumour 
than over the corresponding area of skin on the 
opposite side of the body. In some cases there 
has been a threefold increase in radioactivity. 


Prophylactic isoniazid in tuberculosis.—In a de- 
tailed study of the prophylactic value of 
isoniazid, based upon animal experiments and 
clinical use, A. Omodei-Zorini, M. Lucchesi, 
D. Oricchio, L. Pralora and G. Spina reach the 
conclusion that isoniazid is of considerable 
value in this respect. Their clinical findings are 
based upon the use of isoniazid in over 10,000 
subjects, children and adolescents, from dif- 
ferent parts of Italy, the vast majority of whom 
were tuberculin positive without any clinical or 
radiological evidence of active tuberculosis. A 
review of the results of the first two years of 
such therapy shows that only 0.21% (5 cases) of 
the treated individuals developed pulmonary 
or extra-pulmonary tuberculosis, compared with 
1.13% (19 cases) of a control series. 
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Circular booms or “ sacks "’ each consisting of about 25,000 logs, on the Gatineau River, Quebec, 
one of Canada’s richest sources of pulp wood. 
(Photograph by courtesy of the National Film Board of Canada.) 
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fifty Bears Ago 


‘And gladly wolde he lerne, and gladly teche.’—Chaucer: Canterbury Tales. Prologue, 1, 308. 


APRIL 


IN a clinical lecture on “The pupil symptoms in 
thoracic aneurysm’ William Osler, M.D., 
F.R.S., Regius Professor of Medicine, Oxford, 
opens the April issue with a display of those 
powers which make his bedside teaching so 
memorable. “The patient before you attracts 
attention by his 
healthy appearance 

To outward ap- 
the 
vigorous person in 
the ward’. Attention 
is drawn to im- 
pulse “That requires 
careful inspection, 
good and a 
good light’, and, the 
examination con- 
cluded, he turns to 
the history. The 
patient has been a 
soldier ‘and has had 
fairly good health, 
but, as is so often the 
case, Mars and Venus 


pearance, most 


an 


eyes, 


have been in con- 
junction, and he had 
syphilis 15 years 
ago .. .. Enumerat- 
ing three groups of 
cases in which dilata- 
tion of one pupil 


may be observed, he 
comes to the Babin- 
ski ‘used 
to designate a con- 
dition in whick 
aneurysm is present, 
Sir Humphry Rolleston, © with 
Bt., G.C.V.O., K.C.B., tabetic features—the 
M.B., F.R.C.P., (1862- ; 
1944)- Argyll- Robertson 
pupil unequal 
knee-jerks lightning 


syndrome 





association 


or 
pupils with absent 
pains’. 

In ‘Acute pyelonephritis due to Bacillus coli’, 
H. D. Rolleston, Senior Physician, St. George’s 
Hospital, Physician, Victoria Hospital for 
Children, stresses the importance of looking out 
‘for infection of the urinary tract with Bacillus 
coli, because it may give rise to grave constitu- 
tional symptoms without any prominent local 
manifestations . . .’. Discussing the means by 
which B. coli may invade the urinary tract, he 


or 


1910 


mentions ascending, descending, and trans- 
parietal infection. ‘It is unnecessary to argue 
that any one of these three modes of infection 
is the only one that occurs; probably each 
method is responsible for certain cases’. Of 
patients with abdominal symptoms he writes: 
“This group is characterized by abdominal pain, 
nausea, vomiting, most obstinate constipation, 
and abdominal distension. There is complete 
loss of appetite and a furred tongue. The clinical 
picture is therefore that of the “acute ab- 
domen’’’. Commenting on the mimicry of 
appendicitis he declares: ‘It seems highly likely 
that in some cases in which a healthy, or prac- 
tically healthy, vermiform appendix has been 
removed many in reality have been examples of 
acute infection of the kidney and its pelvis with 
B. coli. Should the urine be made alkaline? The 
general experience is ‘that the proper treatment 
is to make the urine neutral with alkalies . . . in 
this way mild cases may be cured without any 
further treatment’. Urotropin, so successful 
against Bacillus typhosus, has been relatively 
ineffective in the case of coli-bacilluria. The 
drug may be combined with alkalis, ‘and it 
seems right to give it, especially as it does no 
harm’. 

Educated at Marlborough and St. John’s 
College, Cambridge, Humphry Davy Rolleston 
secured first-class honours in both parts of the 
Natural Science Tripos. He began his medical 
studies at St. Bartholomew’s Hospital, and 
after obtaining the Cambridge M.B. in 1888, 
proceeded to the M.D. degree four years later. 
He held teaching posts at St. George’s Hospital 
and at Cambridge, where he came under the 
influence of Sir Clifford Allbutt, whom he 
assisted in the preparation of the celebrated 
‘System of Medicine’. Their friendship endured 
for more than thirty years and after Allbutt’s 
death Rolleston succeeded him as Regius Pro- 
fessor and wrote an excellent biography of his 
predecessor. 

A fine clinician, Rolleston was physician to 
St. George’s Hospital from 1898 to 1919. 
President of the Royal College of Physicians 
from 1922 to 1926, he was appointed physician 
in ordinary to King George V in 1923, and 
received a baronetcy in the following year. As a 
teacher he brought to the task of instructing 
others the enthusiasm of the perpetual student, 
an enthusiasm which prompted him to write an 
amazing number of books and articles on various 
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aspects of medical history. Among these was his 
memorable Harveian Oration delivered in 1928, 
when he took as his subject ‘Cardio-vascular 
diseases since Harvey's discovery’; “The En- 
docrine Organs in Health and Disease. With an 
Historical Review’, 1936, and ‘Diseases of the 
Liver, Gall-bladder, and Bile Ducts’, 1905. 
Mention must also be made of a little work 
which has proved invaluable to generations of 
medical men with literary aspirations. Entitled 
‘On Writing Theses for the M.B. and M.D. 
Degrees’, this book, published in 1911, has 
long been out of print and is now very scarce. 
Rolleston was admirably qualified to write such 
a work, for in addition to possessing a fine 
literary style, he was a passionate believer in the 
duty of all serious writers to use clear, unstilted 
language, and above all to ensure the accuracy 
of their references. In 1928 he became editor 
of The Practitioner and until shortly before his 
death in 1944 his wise counsel and sound 
judgment contributed greatly to its success. 
‘Our results do not afford proof of Sabouraud’s 
view that the bacillus acnes is the cause of 
seborrhea’, write A. D. Serrell Cooke, M.B., 
Ch.B., and Hermann Dold, M.D., in an article 
on ‘Is the acne bacillus the cause of seborrheic 
conditions of the scalp?’ ‘All that can be said is, 
that in the sebum of skin generally, and, also of 
the scalp, acne bacilli are present. But if one 
systematically examines for all the microbes 
present in sebum one finds that, apart from the 


MEDICAL INSURANCE 


An expert, unbiased service on any insur- 
ance problem is provided by the Medical 
Insurance Agency, which was founded in 
1907 solely for this purpose 
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fession’s charities. 
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ing Loans for the purchase of a House, 
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bacillus acnes, there are more or less regularly 
other micro-organisms to be found’. 

“Whatever may be thought of bleeding 
generally, there can be no doubt that acute 
inflammation of the auditory apparatus im- 
peratively demands the abstraction of blood’ 
according to a ‘Practical Note’ on “Treatment 
of inflammation of the ear by leeches’. “The 
abstraction of blood from the ear’, the note 
continues, ‘is best effected by the application 
of a few leeches, one, two, three or more, 
according to the age of the patient’. They 
should be applied, ‘if possible, inside the 
concha where the effect of bleeding is most 
marked upon the deeper-seated structures. If 
this is impracticable, they may be placed in 
front of the ear or on the mastoid process’. 

‘Notes from Foreign Journals’ include an 
abstract from an article in the Yournal de 
Médecine et de Chirurgie pratiques, which states 
that ‘for local application gelatin is an excellent 
hemostatic’. ‘Nothing more is required than to 
place upon the bleeding spot a tampon soaked in 
a concentrated solution of gelatin, whereupon 
clotting takes place very quickly’. Such applica- 
tions are ‘specially useful in the case of bleeding 
from the skin or mucous membranes which can 
be reached, and in bleeding from bones’. Con- 
traindications include bleeding from ‘an im- 
portant vessel, in which case ligature and 
compression must be used’! 


T. HB. 





Whole of Life or Endowment 

B.M.A. Persona! Accident Insurance 
Scheme 

Sickness and or Accident 

Motor Car 

Householder’s Comprehensive 

Genera! Public Liability 

Personal Liability 

Annuities 

Pensions Schemes 


House Purchase 

Car Purchase 

B.M.A. School Fees Plan 

B.M.A. Young Practitioners’ Loan 
Scheme 

Professi Purchase 


Pr | Eq 














MEDICAL INSURANCE AGENCY, LTD. 


B.M.A. HOUSE, TAVISTOCK SQUARE, LONDON, W.C.1. 
Chairman: James Fenton, C.B.£., M.D., M.R.C.P. General Manager: A. N. Dixon, A.C.1.1, 
Telephone: EUSTON 6031 (9 lines) 


Branches at: Birmingham - Bristol - Cardiff - Dublin - Edinburgh - Glasgow - Leeds - Manchester 
Newcastle - Southampton 











ANNOUNCEMENTS 








the clock _ 
immunity 
from 


ALLERGY 


‘ANGOLAN’ 


Tablets of Meclozine Hydrochloride 25 m.g TRADE MARK 


The active constituent of ‘Ancolan’— 
meclozine hydrochloride B.P.C.—is an antihis- 
tamine of low toxicity and prolonged action. 


BASIC N.H.S. PRICES Only with ‘ANCOLAN’ can one dose confer 24 


Sotties of 95 tablets 28 hour protection and avoid daytime sedation. 
»tties Oo » tablets 


Bottles of 250 tablets 32/¢ DOSAGE 
Adults. 2 tablets at night. 
Children. 1 tablet at night. 
\ 


BDH) THE BRITISH DRUG HOUSES LTD. (Medical Department) LONDON N.1 





THE PRACTITIONER 














Sculptured grace... and a special 


kind of motoring which no other car 


in the world can offer 


One of the Trophies won by Jaguar 
in their Le Mans victories of 


1951, 1953, 1955, 1956, 1957 


LONDON SHOWROOMS: 88 PICCADILLY - W.1 








MOTORING NOTES 


Second-Hand Cars 
By JOHN PRESTON 


ALTHOUGH the sales of new and used cars are 
spread much more evenly throughout the year 
than they used to be, the Spring is still the 
most popular buying season. This year I seem 
to have had more than the usual number of 
inquiries from correspondents about the ad- 
visability of buying a good used car. This is 
partly because of the delay in getting delivery 


Fic. 1.—Cars parked outside the Seuthern Counties Car 
Auctions centre at Farnborough, Hants 


of some new cars and perhaps partly because 
motorists are beginning to realize that the de- 


preciation of new cars is now returning to 
pre-war proportions. There is certainly a lot to 
be said for letting the other fellow bear the loss 
of this depreciation by choosing a used car with 
a fairly low mileage instead of paying the full 
price of a new one. The importance of the 
Spring as a buying season is seen in the decision 
of the organizers of the London Used Car Show 
to hold another exhibition at Olympia this 
month—only six months after the first show was 
held last autumn. It will be opened on April 7 
by Mr. Marples, the Minister of Transport, and 
will contain a wide selection of cars of every 
type, size and country of origin. Buyers will be 
able to obtain almost immediate delivery of the 
cars on view, and the exhibitors will restock 
their stands every day. The great merit of used 
car shows, of course, is that they provide a fine 
opportunity of seeing a comprehensive display 
of the types of cars that are available on the 
second-hand market and comparing their prices. 


PRICE 
The main considerations for the prospective 
buyer of a used car are condition and price. 
Price is largely a matter of gauging the market 
and this can be done in various ways. The 
classified used car advertisements in the Autocar 
and Motor are a useful guide, and another less 
well-known but equally valuable publication is 


the ABC of Used Car Prices published by 
Southern Counties Car Auctions every month. 
This gives the type of car, the month and year 
when it was first registered, the condition of the 
body and the mechanical condition, whether it 
was fitted with a heater and radio, and the price 
it fetched. 

Southern Counties Car Auctions hold weekly 
auctions at Chichester, Tunbridge Wells, Farn- 
borough (fig. 1), Alexandra Palace and Birming- 
ham. Another large firm running regular auc- 
tions is the Measham Motor Sales Organization 
who have established a large motor centre at 
Measham, Burton-on-Trent, where sales are 
held every Tuesday and Thursday. 


KIND OF CAR TO BUY 

In deciding what kind of used car to buy and 
how old it should be, it is as well to take a look 
at the state of the used car market today. What 
seems to be happening is that the latest models 
are not depreciating much in the first year of 
their life, because of the delay in delivery of new 
cars, but after twelve months they fall in second- 
hand value fairly considerably. From the point 
of view of price it would obviously be advisable 
to buy a second-hand car which is more than 
twelve months old, but against this must be set 
the possibility of replacement costs for such 
items as tyres which are due to occur after that 
period. This is one of the reasons, of course, why 
so many motorists change their cars every year. 
Another fact that has to be borne in mind is 
that a large proportion of the cars on the 
second-hand market come from fleets owned by 
companies, who are taking to changing their 
salesmen’s and executives’ cars much more 
frequently than they used to. These vehicles are 
usually of the medium size family type and the 
fact that there are so many of them on the 
market nowadays means that they are squeezing 
out the older type of vehicle, by which is meant 
one that is more than three years old. Although 
they represent the largest number of used cars 
for sale, they keep their price because they are 
the type that most used car buyers want. On the 
other hand, more expensive cars costing over 
£1000 are not in such demand and therefore 
tend to lose their price quicker, and it is this 
kind of car. that I would recommend to prac- 
titioners looking for a good second-hand model. 

The fact that a car has had one owner only is 
popularly regarded as an asset, but it is not 
necessarily so. It all depends upon the owner, 
who may or may not take a pride in the condition 
of his car and have it serviced regularly, which 
is really the whole essence of keeping a car in 
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good condition. And if he is a man who changes 
his car every year he may not trouble to maintain 
it well mechanically. To go to the opposite 
extreme, at first sight it might seem that to buy 
a used car from a hire firm would be asking 
for trouble, but against the fact that it has been 
driven by countless people must be set the fact 
that it has always been maintained from day to 
day in first-class condition and, in the case of 
such firms as Godfrey Davies, is completely 
overhauled and renovated for sale after a speci- 
fied period of, say, fourteen months. 


ASSESSING THE CONDITION 
When it comes to weighing up the condition of 
a used car, it is wiser to disregard the mileometer 
reading and to decide whether the car comes up 
to the standard of condition that you would 
expect from the months or years it has been in 
service. The reason for this is that the mileometer 
reading is not to be trusted, even when the car is 
being sold by one of the larger firms. I know of a 
case of an expensive sports car costing several 
thousand pounds which had done 27,000 miles 
when the owner sold it but which showed only 
17,000 miles when it was put in the showroom a 
few days later. The explanation given was that 
the lower figure represented a more appropriate 
mileage for the excellent state of the car! 

The wear of carpets and the clutch pedal 
rubber are indications of the true 
mileage of a car, and the sort of life it has had 
can also be judged by whether it carries a G.B. 


obvious 


plate or a towing hitch. The state of the tyres 
can also tell its own story, especially of a fairly 
anew car which might still be wearing its original 
tyres. Rust can quickly develop in a neglected 
car, so this is worth looking for in such crevices 
as behind the chromium strips and around the 
doors. This is also the place to look for any signs 


of a different coloured paint which would 
indicate that the car had been resprayed after 
an accident, which is perhaps the worst of the 
hidden faults an apparently well-kept motor car 
can conceal. The mechanical condition of the 
car is difficult for the motorist to 
judge, except by such obvious clues as excessive 
exhaust smoke, and this is where the services of 
the R.A.C. and A.A. examiners (fig. 2) are well 
worth employing. 

A point in favour of buying a second-hand 
car that is sometimes overlooked is that in the 
first year of a car’s life any minor defects 
caused by faulty assembly or defective com- 
ponents should have developed and have been 
eradicated. Many new cars are afflicted by 
trivial, yet irritating, faults which have to be 
put right, whilst even cars of high quality can 
be found to have defective components such as 
fuel pumps, which can let the owner down at 
inconvenient moments. After a certain mileage, 
in which these defects have been rectified, a car 


ord!nary 
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usually settles down to its proper degree of 
reliability, and the second-hand buyer reaps the 
benefit 
CHECKING OWNERSHIP 

Finally, the buyer of a second-hand car should 
always make sure that a car is actually the 
property of the firm or man he is buying it from 
and not subject to a hire purchase agreement 
which has not been completed. If he fails to do 
so, he may find himself deprived of the car by 
its rightful owners as well as losing his money. 
He can avoid this by checking the number of 


Fic. 2 An official of the A.A. Technical Service check- 
ing a second-hand car 


the car with H.P. Information Ltd., a non- 
profit-making company which is sponsored by 
the leading finance houses and now embraces as 
members or associates practically every finance 
house handling vehicle business, as well as a 
large proportion of reputable car dealers. It is 
estimated that between 98 and 99 per cent. of 
all cars sold by hire purchase are registered on 
the files of H.P. Information. A practitioner can 
check the number of his prospective purchase 
either through the R.A.C. or A.A., or through 
Citizens Advice Bureau, because 
deal direct with 


his nearest 
H.P. Information do not 
private motorists. 


YOUR OLD CAR 

An important part of buying a new or second- 
hand car is the price which you are going to get 
for your present car. Most well-established 
motor dealers with a strong local clientele can be 
trusted to give you a fair price, and that is why 
it is preferable to deal with such a firm instead 
of going farther afield. The dealers are largely 
guided by the booklet published periodically by 
Mr. Glass which gives the top and bottom 
prices, both selling and buying, for cars of all 
makes and models. This is purely a trade 
publication and is not available to the private 
motorist. Nevertheless, your dealer may be 
prepared to show you the prices quoted for your 
car in his book, and the actual figure will depend 
on his assessment of the condition of your car. 
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PER DILAT AL 


in the treatment of sudden 
perceptive deafness 


and Méniere’s syndrome. 


* Vascular spasm may well be responsible for the 
majority of these cases.1 


* Vascular changes in the labyrinth are an important 
factor in the physiopathology of Méniére’s disease.2 


* In the treatment of Méniére’s disease emphasis 
must be put upon early restoration of blood flow to the 
inner ear.3 


* Perdilatai m doses of at least 6 mg. 4 times a day is 
the most effective vasodilator for the treatment of these 
conditions.@ 


1 Ann. Otorhinolaryng., 1950, 59, 980. 

2 Proc. roy. Soc. Med., 1946, 79, 807 

3 Brit. med. J., 1957, 2, 1047. 

4 Paper read on February 6th, 1959 at a Meeting of the Section 
of Otology, Roy. Soc. Med. 


Perdilatal is available in tablets of 6 mg. as PERDILATAL 
FORTE in 50's, 250’s and 1,000’s. 





Smith & Nephew Pharmaceuticals Limited 


WELWYN GARDEN CITY : HERTFORDSHIRE 
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SUPER SNIPE 


A quality car built by craftsmen and powered by a new 3-litre 
6 cylinder engine . . . product of Humber engineering skill and 
experience. Its vivid acceleration and an outstanding flexible 
top gear performance will take you from gentle nas toa 


mAmUF AL | 
QOOTES MOTORS LieuTeD streaking, power-packed top speed smoothly and effort! tlessly. 
Self-adjusting front disc brakes and large area rear brakes give 
a firm assurance of safety—instil new driving confidence. 
Experience for yourself the rich, deep comfort of the luxurious 
interior. Your dealer will be glad to arrange a demonstration 
R Oo Oo T E S of this, the most distinctive and desirable car in its class. 


MOTORS canted nt AS one 


as 
LIMITED Also available as a luxury Limousine and Estate Car. 
See also the latest HUMBER HAWK— the impeccable family saloca. 


A PRODUCT OF 


HUMBER LTD « DIVISION OF ROOTES MOTORS LTD - LONDON SHOWROOMS AND 
DEVESION : ROOTES LTD ‘ DEVONSHIRE HOUSE * PICCADILLY‘ LONDON W.! 





TRAVEL NOTES 


The Western Isles 
By PENELOPE TURING 


‘From the lone shieling and the misty island 
Mountains divide us, and a waste of seas 
Yet still the blood is strong, the heart is Highland, 
And we, in dreams, behold the Hebrides 
Fair these broad meads, these hoary woods are grand; 
But we are exiles from our fathers’ land’ 


Tue Scots, like the Irish, have a rare gift for 
nostalgic yearnings, and those lines from the 
Canadian Boat Song, first published in Black- 
wood’s Magazine a hundred and thirty years ago, 
have been quoted ever since by successive 
generations of emigrants. Progress and 
motion lie across the seas; few would really be 
willing to return to the harsh simplicity of their 


pro- 


Fic. 1.—Crofter’s cottage, Skye 


forbears’ life, but it is a foolhardy Sassenach 
who laughs at the Celtic instincts. There are 
more things in Heaven and earth than can be 
summed up in civilization, and even the summer 
visitor will sense them in these wild outposts of 


the Highlands. 


THE INNER ISLANDS 


Officially the term Western Isles applies only 
to the Outer Hebrides, but the average holiday- 
maker, at least on a first visit, will probably 
concentrate on the better-known and more wel- 
coming beauties of the Inner islands which 
include Skye, Mull and Iona, with perhaps an 
expedition to the wilder Barra and Lewis on the 
Atlantic frontier. Despite their remote atmo- 
sphere there is really little difficulty in reaching 
the inhabited islands: either by MacBrayne’s 
regular steamer services or by air. One hour's 
flight from Glasgow’s airport (Renfrew) takes 
you to Tiree in the Inner Hebrides, another 25 
minutes out to Barra, and there are flights both 
from Glasgow and Inverness to Benbecula and 
Stornoway on Lewis. 

Mull is only a short voyage from the main- 


land port of Oban, and forms the centre for 
some of the most famous ‘sights’ in the islands. 
The chief resorts are Salen, the best base from 
which to make expeditions to Ben More, and 
Tobermory with its attractive harbour, where 
treasure hunters have sought for Spanish gold 
ever since an Armada galleon sank in the bay. 
Off the west coast of Mull lies the island of 
Staffa with Fingal’s Cave, and to the south 
Iona where, fourteen hundred years ago, St. 
Columba landed from Ireland. For centuries 
Iona was the burial place of Scottish kings; the 
bones of sixty of them are said to lie there, 
among them Duncan and Macbeth. 

Islay, farther south, is a good centre for the 
golfer and angler. Tiree is a flat green island 
with a remote atmosphere peculiarly its own, 
and sailing northwards from Mull you pass the 
well-known group of Muck, Eigg and Rum. 


SKYE 

Best known of all is, of course, Skye (fig. 1). 
The fame of the Hebrides is carried very largely 
by their songs, and the Skye Boat Song is one 
of the most haunting of them all. The island, 
too, possesses some of the most beautiful scenery, 
and its Cuillin mountains are the most pre- 
cipitous in the British Isles—terrain for the 
serious climber. For those who do not come by 
boat from the southern islands there are the 
regular car ferry services from the Kyle of 
Lochalsh. Portree, Broadford and Dunvegan 
(home of the MacLeod clan) are the chief 
holiday centres. Portree has five licensed hotels, 
the others one each and a number of private 
hotels. Everywhere in the Hebrides accom- 
modation is very limited, and for the summer 
months it is essential to book early. 

Skye, where Prince Charles Edward found 
refuge after the disaster of Culloden, is full of 
Jacobite memories, and at Kilmuir on the great 
cross which marks the grave of Flora Macdonald 
the visitor may read her epitaph written by 
Dr. Johnson: ‘Her name will be mentioned in 
history and, if courage and fidelity be virtues, 
mentioned with honour’. Few things are as 
romantic as a lost cause to those who have not 
known its bitterness, and two hundred years 
later that honour has become a tourist attraction. 


THE OUTER HEBRIDES 
The Outer Hebrides, which form a chain farther 
to the west, are sometimes called the Long 
Island. In the north is the joint island of Lewis 
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and Harris, the largest land mass in the Western 
Isles; then come North Uist and South Uist 
(fig. 2) with Benbecula between them, and 
finally Barra and a string of small islets. It is 
in the Long Island that the uncompromising 
life of the Hebrides remains least softened by 
the modern world. Except in the few towns 


Fic 2.—Lochboisdale Harbour, South Uist. 


population is scarce and scattered, and it is a 
world of rock and sheep grazing, desolate with 
the cry of sea birds and the roar of surf, much 
as the Norsemen knew it. Here Gaelic is still 
the regular language of home and church; 
English a school-learned tongue. Legend and 
superstition are inextricably mixed with every- 
day life. Within recent years cases of the King’s 
Evil (scrofula) were held to be cured by touch 
of a seventh son of a seventh son. The Evil Eye 
was, and perhaps still is, a potent force among the 
people, and second sight is not uncommon. 
The urbanized twentieth-century citizen has to 
readjust himself in a land where the traditions 
of a thousand years and more hang like a mist, 
all-enveloping though intangible. 

Stornoway is an attractive port, its fishing 
fleet giving a picturesque human touch among 
the wildness of much of this scenery. It is the 
only town on Lewis, and possesses the metro- 
politan charms of a cinema and shops. 

Harris with some fine mountainous scenery is, 
of course, chiefly famous for its tweed making 
(fig. 3). The Uists are flatter and less spectacular. 
Barra, however, is considered the epitome of 
unchanged Hebridean life. This is the home 
of the purest Scots Gaelic, and the true native 
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folklore and song, and it is a stronghold of the 
Macneil clan who ‘had a boat of their own at 
the Flood’ 


FOR THE ANGLER 


A few months ago I met several Practitioner 
readers who assured me that the practice of 
medicine and angling go hand in hand—each 
being, perhaps, an antidote to excessive in- 
dulgence in the other—and urged me to include 
more information about fishing possibilities in 
these articles. The Hebrides are certainly a 
happy hunting ground in this respect. Most of 
the larger islands have river or loch fishing for 
brown trout, sea trout and sometimes salmon. 
There is free trout fishing in a number of lochs 
On Harris (Tarbert and Lever- 
burgh), North Uist (Loch Maddy), Islay 
(Bridgend, Port Askaig and Port Ellen), Mull 
(Tobermory and Salen), and at many other 
smaller places there are hotels which have fish- 


near Stornoway 


Fic. 3.—In a Hebridean tweed mill. 


ing for their guests. On the whole the angler 
is more at home, and probably better under- 
stood, than the tourist in this world where life is 
still hard and simple, and there are few better 
ways of getting to know the islands than by the 
pursuit of fish 


Further details about the islands can be had from 
The Scottish Tourist Board, 2 Rutland Place, West End, 
Edinburgh; particulars of the steamer and car ferry 
services from David MacBrayne Ltd., Clyde House, 44 
Robertson St., Glasgow, C.2; air services from the Tourist 
Board or any travel agent. 
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The 
bonus 
20 years 


[he increasing proportion of older people 
in the population brings sociological and 
medical problems into sharp focus. 

The break-up of the family, loneliness 
and economic difficulties bring a feeling of 
futility and an apathy that leads to malnu- 
trition; to physical and mental breakdown. 

But, aided by environmental and 
nutritional improvements, the number of 
older people leading an active life steadily 
increases. 

One such aid in maintaining health in 
the ‘bonus’ 20 years is JUVEL—whose for- 
mula has been designed to meet the partic- 
ular needs of those who are growing old. 


Formuta The formula of ‘juvEL’ has been 
designed in consideration of the known defects in 
the diets of many older patients. The vitamins 
chosen and the quantities given are related to 
needs as determined by dietary surveys and the 
known incidence of disease 


The Daily dose of 1 tablet contains:— 


itamin A 

itamin D 

itamin By 

iboflavine 

tamin Bg 
Nicotinamide 
d-a-tocophery! acetate (Vitamin E) 
Vitamin 


In Packs of 100 and S00 tablets 
Further particulars of this new product from 
V, 
£ 


- 


VITAMINS LIMITED 


UPPER MALL, LONDON, W.6 
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10 unknown diabetics in every GP’s care... 


The diabetic population of Great Britain numbers almost 

$00,000 — yet only about half of them are known and under 
treatment. Statistically this means that every general practitioner 
has more than ten undetected diabetics in his care. 

These unknown diabetics are at risk. Many already show retinal 
changes and other vascular abnormalities at the time of diagnosis. 
These changes are often irreversible: their prognosis could only 
be improved by early diagnosis and treatment of diabetes. 
CLINISTIX® is the best aid to the diagnosis of diabetes. This simple 
dip-and-read test is specific for glucose : it takes only a few 
seconds, and has the correct sensitivity for significant results 
Every patient whose urine is positive to CLINISTIX should be 
regarded as a potential diabetic 


to detect diabetes 
simply dip-and-read 
Clinistix 


CLINISTIX Reagent Strips are available in bottles of 60 strips 
U.K. Retail Price 6/-, less professional discount. From all chemists 


Ames Company (Division of Miles Laboratories Ltd) 
Nuffield House_ Piccadilly London W1 


*Trade Mark 
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Keep 
in touch 
with 


Murphy VHF Radio Telephones are 
regularly used by Military and Naval authori- 
ties, and in Medical, Police, Ambulance and 

Fire Services, Airport Control and all classes 
of freight and passenger transport operation. 
All over the world, from Hong Kong to 
Holland, and from Sweden to South America, 
more and more people are keeping in 

touch with Murphy. 


Murphy Radio Limited Electronics Division Welwyn Garden City Herts. 


crcyr 





The completely 
automatic G.E.C. 


electric instrument 
steriliser 


The new G.E.C. Electric Instrument Steri- 
liser is completely automatic, saving time 
and worry in the busy surgery 

The high loaded element ensures that the 
water is quickly brought to boiling point 
and the thermostatic control means that 
this temperature is maintained by using 
as little as 15% of the full electrical load, 
with a big saving in current cost. Excess 


ELECTRICAL 


evaporation is also eliminated. 

Among other new features is the handle 
which lifts the lid and instrument tray 
simultaneously combining to make the 
G.E.C. Electric Instrument Steriliser the 
finest of its kind. Write for publication 
No. 4729 to the Industrial Heating Dept. 


PRICES: £35.0.0 TO £72.0.0. 


INSTRUMENT STERILISERS 


The General Electric Company Limited, Magnet House, Kingsway, London, W.C.2. 
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Metanium 


ointment and powder 


soothes, 
protects 
and heals 
where-it- 
hurts-most 


Nappy rash, 
bed-sores, 
fissures, 
colostomies, 
chafing 


Metanium ointment and powder clear up nappy rash and prevent its recurrence. Both preparations 
used either together or separately—are also invaluable in geriatrics to speed the healing of bed-sores 
In those patients who are likely to develop lesions of this kind, prophylactic use can save needless 
discomfort and be a positive factor towards recovery. Other indications for Metanium include 
fissures, colostomies, chafing from plaster casts and similar conditions 


Metanium 


Powder 1/8d per loz. tin plus P.T. 
Ointment (dispensing pack) 20/- per IIb jar plus P.T. 


Bengue & Co Ltd Mount Pleasant Wembley Middlesex .. 


Ointment 1/8d per 40z. tube plus P.T. 





BRIDGE 


NOTES 


Plan First 
By E. W. DENHAM anp M. A. FREESTONE 


BRIDGE requires so much concentration that 
opportunities to rest awhile are very welcome 
However, declarer must not yield to any tempta- 
tion to relax when playing to the first trick or 
two, even though it may seem very obvious 
which are the correct cards to play or even 
though force of habit may be dictating a par- 
ticular method of play which is usually success- 
ful. Four hands are given to indicate the im- 
portance of these observations 

In the following deal Dr. Bentinck was in a 
contract of six hearts: 


West East 

(Mr. Forceps) (Dr. Bentinck 
@AcQ 
V¥AQI53 
@KI4 
- AQS5 

East—2 clubs 

West—3 


hearts; 


The bidding had been: 
West—z2 diamonds; East—z2 
no trumps; East— 4 hearts; 
East—6 hearts. All pass 
South led the 9 of diamonds 
contract obviously depended almost entirely on 
finesses from dummy Dr. Bentinck put up 
dummiy’s Ace of diamonds. From his own hand 
he dropped the 4. He then pondered on the best 
play for the other tricks. Too late he realized 
that on the Ace of diamonds he should have 
dropped his King, to create another entry in 
dummy. Had he played correctly the contract 
would have been made, for North held the King 
and another trump, and the two black Kings. 
On another occasion Mr. Scalpel and Dr 
Bentinck held the following hands: 
West 
(Mr. Scalpel) 


hearts; 
West 5 


and since the 


East 
Bentinck) 


2j8742 
#KQ84 


Scalpel had opened the bidding with three 
diamonds, and after a pass Bentinck bid three 
no-trumps, which was passed out. 


A spade was led, and, having taken the trick 
with the Ace, Bentinck felt that not often had he 
seen a hand offering fewer difficulties. Without 
stopping to think at all and feeling utterly con- 
fident he started to play off the diamonds, fully 
expecting to make over-tricks later on. Dis- 
carding soon revealed his danger. How he 
wished he had cashed his King of spades when 
he had the opportunity! Finally having made 
dummy’s seven diamonds he left himself with 
the following cards:—Spades, King; hearts, 
King 7; clubs, King Queen. From dummy he 
led a club to find the Ace in North’s hand 
When the Jack of hearts was led through he 
discovered that South held Ace, Queen and two 
more hearts. Thus a literal lay-down contract 
was just thrown away. Dr. CEdipus commented, 
As the cards lay, Bentinck, you were beaten as 
soon as you played the second round of 
diamonds’ 


Another hand was as follows: 


North 
(Mr. Scalpel) 
@Ao762 
VF io2 East 
0 (Dr. dipus) 
@AQ654 


West 
(Mr. Forceps) 
243 
A086 
@97654 


4)7 @K i098 


Dr. Bentinck) 
K 


7 
KO]? 
@AKIJ32 
#32 


South 


5 
( 


The bidding had been:—North—1 club; 
South—2z diamonds; North—z spades; South 
3 hearts; North—3 spades; South—3 no- 





St. James's Park, London, S.W.1. 





The Medical Service of the Royal Navy 
VACANCIES FOR MEDICAL OFFICERS 


Candidates are invited for Short Service Commissions of 3 years, on termination of 
which a gratuity of £600 (tax free) is payable. Ample opportunity is granted for 
transfer to Permanent Commissions on completion of one year's total service. Officers 
so transferred are paid instead a grant of £1,500 (taxable). 


All entrants are required to be British subjects whose parents are British subjects, 
medically qualified, physically fit, and to pass an interview. 


Full particulars from the Admiralty Medical Department, Queen Anne's Mansions, 
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ORIGINAL HYPOTENSIVE AGENT 


¢ Non-depressant 


S//4j 


¢ An achievement in 
chemical synthesis 


DECASERPYL 


10-methoxydeserpidine 


WLLL LLL LLZeg 


Unlike the natural Rauwolfia alkaloids, Decaserpyl has 
a purely hypotensive action: It is free from a depressant 
effect on the central nervous system, avoiding mental 
depression, drowsiness and fatigue. Dosage with 
Decaserpyl can thus be raised to effective hypotensive 
levels. It produces a gradual reduction in blood-pressure ; 
thus sudden marked hypotension does not occur 
Decaserpyl is non-toxic and non-cumulative, even in 
the presence of renal insufficiency. 


DOSAGE 
Initially 30 mg. daily (6 tablets) to be adjusted up to 60 mg. 
or down to 15 mg. daily. 


PACKING 
Tablets of 5 mg. 
eS Ree ere 8/6d. Basic N.H.S. Price 
Bottles of 100. . ....+ 42/- Basic N.H.S. Price 


\ 
\ 
\ 
\ 
\ 
\ 
\ 
\ 


“fn 
Ns 


L/7 
VILILLLLLLLLLLLLL LLL egZeZie Li LLL 


Sf ZL, 


wn \ 
WAAAY 


» 





ANNOUNCEMENTS 


trumps; North—4 no-trumps—a qualitative bid 
All pass. 


As all four suits had been bid Forceps decided 
to lead a spade. Bentinck played dummy’s 2 and 
than captured East’s 8 with his King. He won 
the second trick with the Queen of diamonds, 
and led dummy’s 10 of hearts to force the Ace. 
But unfortunately for Bentinck, Forceps de- 
clined to play his Ace until the second round of 
hearts, thus cutting off the closed hand 
Forceps led the Jack of clubs, The contract was 
now defeated by the defenders’ play of the black 
suits. And on this occasion it did not occur to 
Bentinck that with 29 points there was any 
possible danger to his contract. The one cast- 
iron line of play, putting up the Ace of spades 
on the first round, had been missed. 


Another hand played by Dr 
the following :— 


Bentinck was 


West East 
(Dr. Bentinck) 
A 43 @s65 
292 VAK 
2 @AJl42 
09876 @AQIl4 

When Forceps opened one diamond his part- 
ner bid one no-trump. Forceps’ raise to two 
no-trumps was increased to three by Bentinck 


(Mr. Forceps) 


o 
9 
* 
o 


roy} ee 


“Do it yourself” 
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. 


A diamond was led. Bentinck, who had had a 
tiring day, rushed his play. He drew a small 
diamond from dummy. South made the King, 
forced out the Ace of spades, and then got in 
with the King of clubs, and defeated the contract. 


If the Ace of diamonds had been played to the 
first trick, the Ace and King of hearts taken, and 
the clubs led from dummy with no attempt to 
finesse against the King, no distribution could 
have defeated the contract. 


Dr. Edipus, very unwilling to benefit by such 
mistakes, made comments as was usual :—‘When 
dummy is laid down, stop and think before 
playing a single card from the table. Be alert to 
anticipate an opponent’s switch from one of 
your strong suits to a weak one. Do not allow a 
dazzling array of high cards to cause you to be 
careless. Count the number of certain tricks, and 
decide on the best play for making the other 
tricks necessary for the contract. And also be 
careful to note exactly what card has been led 
and make deductions from this. Now, too, is the 
time to weigh up any problems, to ensure if 
possible that you will not hesitate later when 
your hesitation would be most helpful to your 
opponents. At this moment you may also have 
to decide on a vital finesse. To sum up, well 
begun may be more than half done’. 


A tip for modern people 


We must see to it ourselves that we remain fit, i.e. that we make the 
most of our holidays. Taking a course of mineral waters is the modern 


and effective thing to do. 


Two hundred German watering places and health resorts, from the 
Alps to the sea, preserve and renew the things which mean most to 
you in life: your health and creative joy. 


A Spa will add years to your life 


Information and prospectus on the German Spas, are gladly offered 
without charge by the: German Tourist Information Bureau, 6 Vigo 
Street, Regent Street, London, W.1, Tel.: Reg 2600, or the Deutscher 
Baderverband, Bonn, Poppelsdorfer Allee, 27 








desensitisation 


IS THE POSITIVE APPROACH TO 


allergy 


Desensitisation (or hyposensitisation) has been 
practised with varying success for many years, 
but is often dismissed because of “ chancy” 


results. 


We have shown by following up large numbers 
of cases of allergy that specific desensitisation 
based on accurate identification of allergens can 
give substantial and lasting relief to 75% or 
more of all cases treated. 

But accuracy is essential. By the use of Bencard 


techniques, no factor need be overlooked. 


BENCARD ALLERGY DIVISION 


BEECHAM RESEARCH 


Laboratories Ltd 
BRENTFORD: MIDDLESEX 
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A NEW LIQUID PROTEIN HYDROLYSATE 
is now available as a palatable 
preparation of hydrolysed protein 


in clinical practice 


The concentrate contains 45% Protein 

comprising all the essential amino acids plus certain 
members of the vitamin B complex. 

Recommended as an easily assimilable form of protein. 
A low calorie preparation containing 60 calories 

per ounce. 

Clinically tested and approved. 


Literature on request. 


BELL & SONS LIMITED, LIVERPOOL 3 





OINTMENT 2 0z., 18 02z., (once or twice daily) 
CAPSULES 20, 90, 500 ‘(one daily on rising) 
LIQUID 2 dram (for infants. Three to six drops 


daily) 
Standardised 


ESSENTIAL FATTY 
ACIDS 


of high purity and 
Biological Activity 


for 
ECZEMAS FURUNCULOSIS 
VARICOSE ULCERS AND 
DERMATITIS 

WOUND AND FISSURE HEALING 

Often Helpful in PSORIASIS 

Recent statements in connection with blood - cholesterol 
inhibition by essential fatty acids, support our earlier claims 
that dietetic deficiency of the e.f.a underlies many skin 
conditions. This fact pene a reason for the already 
— efficacy of * in a high proportion of cases. It 
as been shown beyond doubt that the integrity of the skin 


depends upon the presence of the essential fatty acids. Both 
capsules and ointment should be used. Literature on request. 


INTERNATIONAL LABORATORIES LTD., Dept P.R.2, 205 HOOK ROAD, CHESSINGTON, SURREY 
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GENERAL AND CARDIAC SEDATIVE 


NATISEDINE 


Tablets 0,1 gm. Phenylethylbarbiturate of Quinidine 
(Bottles of 20 and dispensing packs of 100) 


INDICATIONS 


Anxiety states - Insomnia - Nervousness - Distress 
Palpitation - Premature beats. 
Cases resistant to other sedatives 


LABORATORY NATIVELLE Ltd. 
74-77 White Lion St., LONDON, N.! 18-19 Temple Bar, DUBLIN 











Patient’s preference... 


Why has Lucozade a very special attraction Lucozade is lightly car- 
for the patient ? The answer lies in its re- bonated with an attractive 
golden colour and a pleas- 
ant citrus flavour. It con- 
tains 23.5% w/v Liquid 
Glucose and its energy 
content ensure equally its recommendation value is 21 Calories per 
by the doctor and its ready acceptance by fluid ounce. It is supplied 
the patient. in 6 oz. and 26 oz. bottles. 


LUCOZADE 


markably refreshing flavour and fragrance, 
qualities that baffle precise description. 
The colour, the sparkle and the glucose 


ae 
= 
- 
= 
= 
= 
= 
aad 
= 
L) 
\) 
= 
tan] 


O 





THE PRACTITIONER 


LT 











Salt-Free Marmite 


Marmite Limited announce that Salt-free Marmite, an unsalted yeast 
extract which has in the past been supplied chiefly to hospitals, has 
recently been put on the market and is available in 4-oz. and 8-oz. jars. 
Salt-free Marmite is suitable for inclusion in low-sodium diets and 
there is, in fact, a growing demand for this extract from patients 
who have to adhere to a salt-free regime. 


Salt-free Marmite adds a pleasant piquant flavour to the rather 
monotonous dishes permitted in low-sodium diets. Moreover, it is 
a source of all known factors of the vitamin B complex and its high 
potassium content is of importance to patients on certain oral 
diuretic drugs which tend to deplete the potassium stores of the body. 


4-oz. jars: 3/- per jar 


8-oz. jars: 5/- per jar 


Literature and further information on request 


MARMITE LIMITED, 35 SEETHING LANE, LONDON, E.C.3 


WHEN A BETTER 
SURGICAL 
STOCKING IS 
MADE— 
LASTONET 
WILL MAKE IT! 


The manufacture of surgical 


SURGICAL : hosiery is our specialized business. 
STOCKINGS Lastonet stockings are made to the 


exact measurements of your patient 

and ensure a perfect fit, maximum 

comfort and the utmost beneficial effect. 

Lightweight — yet strong. Cool — yet 

firm and guaranteed for six months. 

Elastic Net stockings are the lowest in 

“ie cost of all types available and, when pre- 

“==Pscribing this type, E.C.10 should state, 
“Elastic Net Stockings”’. 

May we send samples and further details ? 


Manufactured by Specialists 
LASTONET PRODUCTS LTD., 
Carn Brea, Redruth, Cornwall 
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SALUPRES 


LOWERS BLOOD PRESSURE 











drastic salt restrictions 


WITHOUT | heavy sedation 


unpleasant side-effects 


BECAUSE ‘SALUPRES’ CONTAINS 
Hydrochlorothiazide—antihypertensive and diuretic 


Reserpine —antihypertensive and sedative 


Potassium Chloride —to prevent serious hypokalaemia 
Hydrochlorothiazide potentiates reserpine and thus 
small dosages are effective 


INDICATED:- 14 As sole therapy in mild, moderate and some 


cases of severe hypertension 


2 As basic therapy when ganglion blocking agents 
are re quired in addition 


3 As sole or basic therapy in hypertensive congestive 
failure . especially in digitalised patients 


AVERAGE DOSAGE: 2 tablets twice a day 


DOSAGE RANGE: 2 to 8 tablets daily 


SALUPRES 


TABLETS TRADE MARE 


Composition: Hydrochlorothiazide 12.5 mg., Reserpine 0.0625 mg., 
Potassium Chloride 572 mg. 


N.H.S. basic cost: 2s. 5d. per 12 tablets. 


MERCK SHARP & DOHME LIMITED, HODDESDON, HERTS qD 
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he 
carries 


his 


asthma 


lightly... ] 


on 


DELTACORTRIL’ ‘ENTERIC’ 


Acute group: 80%, [48] of the patients EFFECTIVE 
noted slight subjective improvement after only 12 IN 7 DAYS... 
hours from the start of therapy: . . . In 55 [90°] 
of the 60 cases a complete remission was 
observed within 4 days...’ 


SUCCESSFUL IN 
90°, OF PATIENTS... 


.. and the dosage 
Two 2.5 mg. tablets four times a 
Acta allerg. (Kbh.), 1957, ii, 82 to 92. day for 7 days. 


Science for the World's Well-Being 
Prizer Led., Folkestone, Kent 
*Trade Mark PZ19/3770 
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Immediate decongestion . .. 


Lasting decongestion 
and reduction of oedema and inflammation 


VASOCORT SPRAYPAK 


SMITH KLINE &2 FRENCH LABORATORIES LTD 


Welwyn Garden City, Herts 


VO:PA20 (Col) Vasocort’ is a trade mark 
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4r OF A SERIES ON THE PROBLEMS OF DOMICILIARY CHEMOTHERAPY IN TUBERCULOSIS 





forget-me-not 
dosage 


for the 


TB patient 
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PUBLISHED BY SMITH & NEPHEW P! vi AC riCALS LIMITED 
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In the past, PAS and INAH have mostly been 


prescribed three or four times a day. Less 
frequent, but higher, dosage is more accept 


able, and consequently more efficacious 


Patients like fewer doses Large numbers of 
patients do not take their proper doses of 
PAs. Commonly missed or ‘forgotten’ is the 
midday dose, because it is inconvenient to 
carry the cachets around and people are shy 
of taking medicine in public. Let us be sure 
that the proper daily dose is given by con- 
ceding the midday dose and increasing the 


morning and evening doses. 


New b.d. presentation Cachets of | 

INAH are now available in tubes conta 
exactly one day’s supply. The tube is printed 
‘morning’ and ‘evening’ to separate the two 
doses, and to make it easy for the patient to 
remember his doses. Universal adoption of 
this presentation would make prescription 
simpler, results better, and patients happier. 


* * * 


PYCAMISAN B.D. is the specia! new presen- 
tation of cachets of PAs and INAH in tubes of 
8 for one day’s supply. It is specially 
designed for twice-daily dosage eliminating 
the awkward midday dose, and the tube is 
marked ‘morning’ and ‘evening’ to help the 
patient remember his doses. The total daily 
dose is 12 grammes PAS and 300 mg. INAH 

the most widely used and recommended 
combination in current use. 


Others in the range of SNP tuberculostati 
drugs are: 


PARAMISAN Sodium Aminosalicylate BP 


PYCAZIDE Isoniazid BP Smith & Nephew 
PYCAMISAN pas with Isoniazid > 4 es 5 
THERAPAS Calcium p-pas Pharmaceuticals Limited 


THERAZID Calcium B-Pas with Isoniazid WELWYN GARDEN CITY, HERTFORDSHIRE 
NUPA-SAL a derivative of Isoniazid 
PASADE 96.4% Sodium pas granules 
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DIABETES 


and the patient who lives alone 


RASTINON 


PROVIDES COMPLETE ORAL CONTROL 
without risk of hypoglycaemia 


A LARGE NUMBER OF elderly diabetic patients* can now 
be controlled orally with RAsTINON (tolbutamide)—without 
the risk of hypoglycaemia occurring when they are alone. 

In patients in whom maintenance dosage has been 
established, RASTINON lowers the blood sugar to normal 
levels but almost never beyond that point, regardless of 
dosage. RASTINON is a true euglycaemic agent. 

In many cases, one tablet by mouth once or twice a day 
is all that is necessary for maintenance. Thus, even with 
patients not capable of accurate self-injection, correct dosage 
is possible. 

There is no added cost of treatment for the patient 
previously on insulin. 





ale Over 1,250,000 
OG? diabetics all over 


p+ a eg r y “17 y 7 YY ‘T 
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increases steeply wrth 
advancing age. 











HORLICKS LIMITED, SLOUGH, BUCKS 


Sole distributors in the U.K. for 


HOECHST PHARMACEUTICALS LIMITED, SLOUGH, BUCKS 
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In Ulcerative Colitis 


extensive clinical experience 


confirms 


SALAZOPYRIN 





to be 

a drug 

of significance 

in to-day’s management 
of this distressing 


discas 
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how the compulsive eater 
can benefit from 


‘SPANSULE DEXEDRINE’ 


‘Spansule Dexedrine’ is aninvaluable 
aid to a reducing regimen for such 
patients: the appetite-curbing effect 
of ‘Dexedrine’ lasts all day, and the 
patient is smoothly and continu- 
ously stimulated. This helps him to 
make a more normal adjustment to 
life and living. 


Each ‘Dexedrine Spansule’ capsule contains 10 mg. or 15 mg. 
dexamphetamine sulphate BP. 


Smith Kline & French Laboratories Ltd 
Welwyn Garden City, Herts 


Dexedrine’ and ‘Spansuie’* are trade marks 
“Brit. Pat. Nos. 715305, 742007 SD:PASO(Col) 
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in varicose conditions 


. . . compression bandaging is still the 
treatment of choice, whether in clinic, 


surgery or home nursing. Properly ; ‘ 
applied, compression bandages enable 3 iden Sea Detie 


the patient to become and remain am- 
bulant. If the condition has deteriorated Bandages Ventilated or Fully 
Spread or Dalzoflex Elastic 


to the extent of ulceration then bandag- : : 
ing, application of pressure pads and— Adhesive bandages are routine. 
where indicated—a paste bandage will 
allow the ulcer to heal more quickly. 
Most important of all, the patient is kept 
moving about without which the chances 
of physical and psychological rehabili- 
tation are materially reduced. 


_ DALMAS 
Ustic piacHYim* 
BANDAGE 8° 


LESTREFLEX 


DALMAS LTD. JUNIOR ST. LEICESTER 
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A DIFFERENT AIM 


A DIFFERENT CARTRIDGE i] 





The tree 


The pulmonary tree, from the main bronchi to the respira- 
tory bronchioles. 


The target 


Specific zones of the respiratory tract. 


The aim 
Topical administration of known drugs. 


The cartridge 
A container for drugs in which at least 80% by weight of the 
particles are within the optimum range of 2 to 6 u—to 
ensure their even penetration to the sites of disease. 


A major advance 
A significant pharmaceutical achievement by Benger 
Laboratories now makes possible the topical application of 
drugs throughout the respiratory tree. The first drugs to be 
applied in this way are isoprenaline sulphate s.p., a proven 
bronchodilator (LomupREN); and pure chymotrypsin, a safe 
and effective mucolytic (LOMUDASE) 


The therapeutic effect 


When Lomupren or Lomudase, in this unique powder form, 
reaches the site of the disease process it is deposited on the 
surface moisture covering the mucous membrane. The par- 
ticles dissolve instantly on contact. The solution so formed 
exerts a direct, immediate and powerful therapeutic effect. 
Thus with Lomupren, maximal bronchodilation is obtained 
with the minute dose of only 0.1 mg. isoprenaline—1/200th 
the normal sublingual dose—and systemic concentrations 
at which the usual side-effects might occur are avoided. 


Application 

One of the obvious applications of these drugs is in chronic bron- 
chitis where bronchospasm and retained viscid mucoid sputum are 
predominant features. Self administration has been made possible 
by an ingenious pocket disperser, the Lomulizer. When the cart- 
ridge is placed in the Lomulizer a suitable inspiratory effort 
ensures that the drug penetrates ina predetermined dose through- 
out the respiratory tract. 


PRESCRIPTION INFORMATION 


LOMUPREN 

Each cartridge contains 0.1 mg. of isoprena- 

line sulphate B.P. Bottles of twenty-five 

_ cartridges—basic N.H.S. price 6/-. 

The Lomu range: 

LOMUDASE 

D te of yy Te? “n Each cartridge contains 0.01 Anson units of 
$6 -nger research 

Products of Be ge esearcn chymotrypsin and 0.1 me. of isoprenaline 

sulphate B.P. Bottles of twenty-five cart- 

ridges—basic N.H.S. price 17/9d. 





LOMULIZER 
Complete with carrying pouch—basic N.H.8. 
price 8/3d 


Lomu, Lomudase, Lomupren, Lomulizer are trade marks 
property of the manufacturers—patents pending. 


(eanoen }oexcer LABORATORIES LIMITED : HOLMES CHAPEL * CHESHIRE 
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Insuring Against 


Medical Charges 


A 20 per cent 
Saving for Subscribers 


Subscribers of The Practitioner are en- 
titled to join The Practitioner Group 
of the British United Provident 
Association, which accords them a 20 
per cent reduction in the rates of 
annuai subscription. 
This scheme covers payment of medi- 
cal and surgical fees in six services: 
(1) hospital pay-bed and registered 
nursing home maintenance 
(2) home nursing 
(3) surgeons’ and anesthetists’ fees 
(4) fees of specialists in hospital or 
nursing home 
(5) deep X-ray therapy and 
(6) other specialist services as an in- 
or out-patient. 
An extra benefit for Practitioner 
subscribers is immediate cover on 
acceptance instead of the normal 
waiting period of three months. 


Further details from 

The Group Secretary, 
The B.U.P.A. Practitioner Group, 
5, Bentinck Street, London, W.1 




















bottom drawer? 


If the answer is: “‘ Everything! ” you need a 
filing system to master the chaos before the 
chaos masters you — and the most masterly 
filing cabinets are made by Amerson. Smart, 
efficient, in a variety of colours and finishes, 
Amselock filing cabinets save you time — no 


| hunting! — no worry; you cannot lose 
| things! They are specially designed to 


accommodate N.H.S. Medical Records and 
can be built up gradually as your practice 
increases. 


For further information, please write to: 


AMERSON Ltd 


(Sole Proprietors of the Amselock Patents) 


| MAGNOID WORKS, ALBERT RD., BRISTOL 2 


Phone: BRISTOL 78054 


| Amselock filing systems are also available from 
leading Surgical Instrument and Office Equipment 
Suppliers 
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For the treatment of 


VARICOSE ULCERATION i 


**CELLANBAND”’ 
THE ORIGINAL 4 
MODIFIED UNNA’S THE ORIGINAL 


DIACHYLON CREPE 
PASTE BANDAGE) nuecivE BANDAGE 


Both these effective and old established bandages are 


AVAILABLE ON E.C.10 


Please send for literature 


Cison, GottatdslaGel OLDBURY, BIRMINGHAM _ srosdwait 1355 














| Have you received your copy of 
MODERN CONTRACEPTIVE TECHNIQUE? 


This manual on contraception has already proved 
invaluable to doctors in advising their patients. It 
presents a concise and compact survey of methods 
commonly used, together with notes on methods which 
have medical approval, and also on others which are 
contra-indicated. You are invited to write for 

your copy now. 


modern 


contrace plive 





The case against “natural” methods 


Unreliable and harmful methods of contraception, such as 
“coitus interruptus ”’, are chiefly used because of the slight loss 
of sensitivity experienced with protectives (condoms). This 
problem is now almost entirely overcome by Durex Gossamer, 
a new kind of /ubricated protective. Durex Gossamer is treated 
with Sensitol, a “non-wet, non-messy” lubricant which 
substantially increases the level of sensitivity. Samples of 
Durex Gossammer protectives on request. 


| 
| 
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LONDON RUBBER CO. LTD. Dept. 306 , HALL LANE, LONDON, B.4 
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NATURAL HEALING AGENT 


For many hundreds of years the plant Centella 
Asiatica has been used in the East to promote healing. 
Yet only recently its active principle, asiaticoside, hag 
been isolated and its properties investigated. 

Asiaticoside is a triterpene of the a-amyrine group, 
and experiments have shown it to be a powerful and 
well tolerated cicatrizing agent. Under thr name 
Madécassol, this substance has been tested clinically 
and, given parenterally or locally, it quickly promotes 
the formation of new healthy tissue. In severe traumatic 
wounds it facilitates skin grafting and in refractory 
skin ulcers the response is rapid and complete. It is 
invaluable in healing bed sores, etc. 


LEDA Chemicals Ltd., 
Berk House, PO. Box 500, Portman Square, W.1. A 








Mumajun tared by Laracke-Nevarcun | Aegreteris, Parts, 


Telephone: HUNter 6688 
Sole distributors for Chinoin, Budapest LDI 
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REGISTERED TRADE NAME 





A GENERAL STIMULANT FOR THE 
CENTRAL NERVOUS SYSTEM 


For cases requiring a quick-acting general stimulant without 
increasing the patient's appetite, we consider Amphetone 
unique. It combines for the first time, Dexamphetamine 
Sulphate and Strychnine with Co er and 


members of the Vitamin B Group. The Dexamphetamine 
provides the convalescent with an immediate feeling of well- 
being, this being followed by the well-known tonic effects of 
the other medicaments Clinical reports have been excellent. 
FORMULA Dexamphetamine Sulphate B.P.C., 1/12 grain: 
Strychnine Hydrochloride B.P., 1/60 grain: Calcium Glycero- 
phate B.P.C., Zz grains: Scale Glycerophosphate B.P.C., 

grains; Aneurine Hydrochloride B.P., 1/30 grain: Nicotin- 
amide B.P., 1/4 grain: Riboflavine BP... 1/60 fr in; Syrup of 
Blackcurrant B.P.C., 2 fluid drms.: Water, to |/2 fluid ounce. 


[rowow]} [%] 


Available in bottles containing |0, 20, 40, 80 fluid eunces. 
Basic N.H.S. Prices 4/9. 8/9, 15/6, 27/9 each. Exempt from tex. 
In association with |. C. Arnfield & Sons Ltd. 


JAMES WOOLLEY, SONS & CO. LTD., vicroriA BRIDGE, MANCHESTER 3 
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without a shadow of doubt 


clinical use continues to endorse ‘Saluric’ 


as the oral diuretic of choice 


The cost of treatment with ‘Saluric’ (chlorothiazide) has again 
been substantially reduced. The United Kingdom N.H.S. 
basic cost is now 4s. 64d. per 12 x 0.5 G. tablets. 


* Saluric’ is a regd. trademark 


Merck Sharp & Dohme Limited 
<> Hoddesdon, Herts 
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ACETAZOLAMIDE * REGO, TRADEMARK 


Ofallthe diureticagentsintroduced into medicine 
in recent years, none has proved to be so consist- 
ently safe and reliable as Diamox acetazolamide. 
For over six years doctors in hospital and general 
i in different parts of the world have 
depended on Dramox for its value in 
cardiac oedema, glaucoma, epilepsy, pre- 
menstrual tension and other conditions. 

TABLETS: Diamor Acetazolamide Tablet f 250 mg. (engraved). 

Pa and basic N.H.S t; Bottles of 25, 12/8. 


i ] 000 £19 ll 4 


PARENTERAL: Diamoz etazolamide Sod 
P y and basic N.H.S 


LEeEoDOeERLE LABORATORIES 


N L London W.C.2 
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High Efficiency 
Pressure Packed 


Antibiotic Powder Spray 


This new presentation of 
POLYBACTRIN is the result of 
intensive research into the mechanics 


awn 


of pressure packing antibiotics 


im powder form. While the f ( 
formula and potency of POLYBACTRIN 4 “= 


remain unchanged, radical modification of the 

valve mechanism and design of the unit 

provides the following advantages: — 
The use of Polybactrin during surgical 
procedures is a positive method of 


biting any wound pathogens which 


may become implanted in the tissues 


INDICATIONS: Prophylactic 
catment of Burns—general 
surgery Gynaecological operations 


orthopaedic surgery etc 
FORMULA: Powder content 1.5g 


Each gramme contains 


Neom) cin Sulphate SOO mg. 
Polymyxin B Sulphate 100,000 units 
Zinc Bacitracin 25,000 units 


Pressurised with inert chloro 


fuorohydrocarbon propel! 


NET CONTENTS 110g 


CALMIC LIMITED 


CREWE, CHESHIRE Tel: CREWE 5251 
London: 2 Mansfield Street, W.1 


PRODUCT OF BRITISH RESEARCH 
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Singularly more effective 


and less toxic than morphine 
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PALFIUM’ 


(M.C.P.875) 


For control of severe pain as in inoperable 
carcinoma, post-operative pain, severe colic 
and other cases of intractable pain where simple 
analgesics have failed. Acts swiftly and 
effectively withopt clouding consciousness or 
reducing mental activity. 

Available as Tablets of 5 mg. in packs of 25 and 100. 


available in 5 mg. and 10 mg. ampoules. 


Dosage limited to 5 mg. initially, repeated as required. 


* d-3-methyl-2,2-diphenyl-4-morpholinobutyrylpyrrolidine 


(Dextromoramide) 


M.C.P. Pure Drugs Ltd., 


STATION WHARF, ALPERTON, MIDDLESEX 








SEDATION 
Uy: 


PARABAL 

Detoxicated phenobarbitone, 
provides the best anti-tensive 
whenever a sedative 

or tranquillizer is required. 

There is no hangover or depression 
with Parabal. 


Basic N.H.S. cost 50 tablets for 2/3. 





Samples and literature on request. 


Gei:dwria 
€ 


West Pharmaceutical Company Limited 
9 Palmeira Mansions Church Road Hove3 Sussex 
Telephone: Hove 70608 
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More potent against the same Lepermycin can be used in all 


organisms . 
. conditions caused by tetracycline- 


Lower daily dosage 
sensitive organisms. 


Less frequent administration 
ADULT DOSAGE 


Less risk of gastro-intestinal side : 
600 mg. per day (in two or four 


effects 
divided doses). 


*Through greater stability in body In a distinctive duo-tone dry-filled 


“Extra day” protection* 


media and lower renal clearance rate capsule of 150 mg. Packing and 
it maintains activity for 24-48 basic N.H.S. price—Bottles of 416, 
hours after discontinuing dosage £1.9.0., 100, £8.14.2., 1,000, £84.2.4, 


OH O 


LEDERLE LABORATORIES 


Cc BF TC ndon W.C.2 


CYANAMID OF SREAT BRITAIN LTO L 
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Solprin - Codis - Cafdis 


Contain neutral stable soluble aspirin 


DIISSe)Aue 
in water 


SOLPRIN. Dissolves in water to form a 
true solution of calcium acetylsalicylate 
(neutral soluble aspirin). 

Clinical evidence produced over a long 
period of years indicates that Solprin 
is unlikely to irritate the gastric mucosa, 
even in the massive dosage prescribed in 
rheumatic conditions. 

More rapidly absorbed, giving a quicker 
effect. 


copis. Neutral soluble aspirin with 
phenacetin and codeine phosphate. 


CAFDIS. Neutral soluble aspirin with 
phenacetin and caffeine. 


N.H.S. basic prices for 500 tablets in foil, 
which ensures protection from moisture : 
CAFDIs 16/- 


SOLPRIN 12/6  cCoDmIs 25/- 


Literature and clinical samples available from: 


RECKITT & SONS LIMITED, PHARMACEUTICAL DEPARTMENT, HULL, YORKSHIRE 
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all 
nasal sprays 
have a 
DECONGESTANT 
























































most 
nasal sprays 
have an 
ANTIBIOTIC 





























some 
nasal sprays 
have an 
ANTIHISTAMINIC 


Biomydrin 
nasal spray 
has all these plus a 


MUCOLYTIC as well 


Thonzonium bromide, the new mucoiytic agent 
in Biomydrin, penetrates thick mucus and so ensures 
that al) the active principles reach the affected areas 


that is why Biomydrin is the only 
COMPLETE nasal spray 


In a plastic seit-sterilizing pack (4 fluid ounce) 

* Supplied on prescription only, so there is no danger of 
indiscriminate self-medication. 
FORMULA: Neomycin Sulphate 0.1%, Gramicidin 0.005 
Thonzylamine Hydrochloride 1.0 
Phenylephrine Hydrochloride 0.25%, Thonzonium Bromide 0.05%. 
Preserved with Thiomersal 0.002%. 


WILLIAM R. WARNER & CO. LTD. 
[4 EASTLEIGH . HAMPSHIRE 
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A SAFE 
EFFECTIVE 
INHIBITOR 


Nardil is a new kind of antidepressant which 
acts selectively on the brain 
Nardil acts rapidly, improvement is seen within 
the first week and often in the first few days 
Nardil is safe—no toxic effects on 

er have been reported 


Nardil has a simple and convenient dosage 
hedule (one tablet three times a day 
which helps patient co-operatior 


Nardil is economical in use 


Basic N.H.S. cost only 4/11 (ex 


S available in bottles 


act mtaining 15 me 


NARDIL 


WILLIAM R WARNER & 


EASTLEIGH HAMPSHIRE 





ANNOUNCEMENTS 








DIET PROBLEM? 


TAKE A CARD... when diet is an important 
factor in treatment, it saves valuable time if you 
can put your finger on an indexed card giving 
the appropriate diet. 

The Energen Desk Filing Box with its selec- 
tion of standard diets is but one of the aids 
provided for the general practitioner by the 
Energen Dietary Service. Other facilities in- 
clude the preparation of special diets for 
individual cases, and consultations with a dieti- 
tian where desirable. These services are avail- 
able free in the United Kingdom. For full 
details please write to: The Manager 


THE ENERGEN DIETARY SERVICE 


25a Bryanston Square, London, W.1. Telephone: Ambassador 9332. 








ECOMYTRIN .... 
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SELECT wri ammation ARMOUR 
Peevieves gus 
HEALING 


at any Site 


YMA 








CHYMOTRYPSIN 


PRODUCTS OF ARMOUR RESEARCH 





Beneficial in the management of accidental, surgical, 
gynaecological trauma; inflammatory skin and eye 
diseases; respiratory and _ gastro-intestinal tract 
inflammations; thrombophlebitis; and any conditions 
where inflammation, swelling and pain hinder healing. 


ARMOUR PHARMACEUTICAL | jour 


C 0 M P A N Y L T D and samples 


EASTBOURNE © SUSSEX *« ENGLAND an renee 








Tots i aii), lem wick 
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CERUMOL 


Regd TRADE MARK 


Adjusted Formula 


for the easy removal of 
ear wax 


Since some sensitive individuals occasionally complain of The formula is now as fol- 
a mild smarting in the ear when Cerumol is used, a slight /ows:—Active constituents 
adjustment has been made to the formula and base. per 100 mi. 


The efficacy of the product is unchanged but the possibility _ P-dichlorobenzene B.P.C. 2G. 


of producing any unpleasant sensation has been eliminated. owe ert ye = = 


Pack for surgery use:- 10 ml. Vial— wee. ae 
separate dropper included—Basic 


NHS. Cost 2/8d. If vou would like to test this 


slightly adjusted formula 
please write or telephone us 
Pack for hospital use:- 2 oz. bottles. for a sample. 





STABILIZED KOLA AND VITAMIN TONIC 


Labiton is an invigorating and palat- 
able tonic prepared from stabilized 
KOLA NUTS by a special process 
which fully preserves the complex 
catechol-caffeinates responsible for 
the specific tonic activity of the 
fresh nut. 

Labiton is recommended in conva- 
lescence—especially after influenza. 
In depressive states and all forms 
of debility. 





In West Africa the Kola Nut is Literature and samples for both 
highly prized for its stimulating L A B | | ‘@) products will be gladly supplied 

nd restorative properties. to the medical profession on 
a es prop . request. 





| 


(AB LABORATORIES FOR APPLIED BIOLOGY LTD. 


91 Amhurst Park, London, N.16. Telephone : STAmford Hill 2252/3 
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bed springs eternal 


He feels as though he'll never leave his bed 

As if ‘the flu’ was not uncomfortable enough, 
he now has to be frustrated by mental inertia, 
lack of appetite and general fatigue—the aftermath of illness. 
For him as for so many ‘run down’ patients, 
COLLOTONE Can do much to bridge the gap 
between recovery from illness 

and norma! vitality. An easily 

assimilated tonic, it restores appetite, 
improves physical and mental tone, 

helps busy people to get up and about 

with a feeling of well-being 


COLLOTONE tonc 


Each fi. oz. (28 ml.) contain 
Green ferric ammor Yr 

Iron and manganese citrat 
Potassium glycerophosphat 
Sodium glycerophosphate B.! 
Vitamin B, B.P., 2.67 mg.; Tir 
B.P.; 0.3 ml ine citrate B 
Basic N.H.5 st I/ld. per 4fi 
Packings—botties of 4 and 


THE CROOKES LABORATORIES LIMITED - PARK ROYAL - LONDON NW10 
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@ No local irritation or vaginitis 
wher. left in situ 


(HLA AEU AREER agnnenttit4 


@ Vaginal medication eliminated 


@ Manufactured from inert non-toxic materials* 


NE sacninn tenn tiiininen 


Now produced in 
SEMI-RIGID POLYTHENE and FLEXIBLE VINYL 


in sizes from 50 mm. to 90 mm. 


WHI 


Both types now available on N.H.S. prescription (E.C. 10) 


*B.M.J. 5 July 1958, p. 30 


PORTLAND PLASTICS LTD., 197 KNIGHTSBRIDGE, LONDON, $.W.7 


RHEUMATISM 


and kindred ailments 


Harrogate the largest treatment centre in Ulcer pain? 
Great Britain, is actively engaged in pro- 
viding all types of physical treatment in 
connection with the rheumatic diseases and 
all types of physical rehabilitation. The 
establishment is equipped with DEEP POOL 


THERAPY, medical gymnastic facilities and 
occupational therapy. 
Treats both private patients under its 
All-inclusive Treatment Scheme, and 

National Health patients. 


Medical enquiries as to cost, and how free 
treatment under the National Health Service 
can be obtained, will be welcomed by— Agroeable basic therapy by 
Benger for all peptic ulcera- 
THE MANAGER SECTION 3 Gen. Bees not cause alkal- 


osis, maintains vitamin and 
ae me se: Oo G A 2S 


Aluphos ta a trade mark 
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WITH A WILL! 


When you are consulted about bequests for Medical work which 
deserves support, please remember the part played by the Imperial 
Cancer Research Fund. It receives no official grant and is entirely 
supported by voluntary donation and bequest. Pioneer in the field of 
cancer research, this organisation was founded by the Royal Colleges 
of Physicians and Surgeons to undertake this vital work in its own 
laboratories. Please help us when you can! 


a IMPERIAL 
CANCER RESEARCH FUND 


PATRON : HER MAJESTY THE QUEEN 


Write for further information to A. Dickson-Wright Esq., M.S., F.R.C.S. 
Royal College of Surgeons, 61 . C.R.F. Lincolin’s Inn Fields, London, W.C.2 
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Ever-increasing range 
of Heinz Baby Foods 


provides variety and nourishment at 
crucial stage of baby’s development 


In response to continued demand, more varieties 
are being added to the Heinz Baby Foods range, 
which now numbers 32 varieties. 


A total of 9 Junior Foods enables mothers of 


older babies to provide varied and nourishing 
dinners daily, with the minimum of fuss and bother. 


An authoritative reference 

book on nutrition in health 

and disease for physicians, 

dietitians, nurses and home 

economists, has just been pub- 

lished under the editorship of 
| 6 eminent specialists in nutri- 
| tion. 

Over 400 pages of text, 
charts, sample diets and tables 

| summarise up-to-date, accep- 
ted information in a clear and 
concise manner. 

Published by McGraw-Hill 
Publishing Co. Ltd. and avail- 
able through any bookseller. 
Price 45/- 


H El NZ savy Foods 


Just out! 
A valuable book 


PREPARATION 





Peptic discomfort ? 


nhos 


Pleasant -tasting, buffered 
antacid by Benger—a con- 
servative, inexpensive first 
line of therapy in peptic 
ulcer. 


Aluphos ts @ trade mark 





Nepenthe holds pride of place 
among the many preparations of 
Opium produced over the last 100 
years. Containing all the constit- 
vents of Opium, it does not cause 
the usual unpleasant after-effects, 
and is constantly effective over 
long periods. 
At the request of many doctors, 
Nepenthe has been produced as a 
sterile solution for parenteral in- 
OF jection, and both oral and sterile 
solutions can be prescribed with 
OPIUM 


THE 
SAFEST 
AND BEST 


complete confidence. Packed in 2, 
4, 8 and 16 oz. bottles and for in- 
jection in $ oz. rubber - capped 
bottles, sterile, ready for use. 





FERRIS & CO LTD. BRISTOL, 


Telephone 9 


TONALIX - MIST. TUSSINFANS 
SEDRESOL OINTMENT - SYROTUS 
SYRUP. PECTORALIS RUB 
LOTIO ZINC. SEDATIVA 
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1) ~b 
Wawa FLAT FOOT? 
...do you prescribe an external wedge on the shoes? 
BUT the wedges soon wear away; and very 
often the chi d is made to feel self-conscious 
because his shoes look different from other 
children’s. 

Surely it’s more logical to have a wedge 
built-in between the inner and outer sole— 
invisible, and completely unaffected by wear 
or repair of the shoe. That is how Start-rite 
INNERAZE shoes are made; why they are the 
only practical solution to this problem. 
Information from Mr. W. J. Peake, James 
Southall & Co. Ltd., Crome Road, Norwich. 


(who make the finest children’s shoes of all types) 
Inneraze Shoes are supplied against medical prescription 





You can safely 
recommend 


ROBERTSON’S 


SEEDLESS JAMS & SHREDLESS MARMALADES 


ROBERTSON’S make a whole | 
range of seedless jams and shred- 
less marmalades of special interest | 


to those who have to advise on 
dietary habits. These jams and 
marmalades, well-known for their 


quality and purity, are invaluable | 


in the treatment of those suffer- 


JAMES ROBERTSON & SONS (PM) LTD PAISLEY 


ing from gastric complaints. 
Mothers, with s babies to 
feed, will also find them extre- 


_mely helpful. Because of their 


carbohydrate content and lack of 
foreign matter, these jams and 
marmalades can be easily and 
comfortably assimilated. 


MANCHESTER BRISTOL LONDON 
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Details from your Travel Agent 
A.A., R.A.C. or direct from 
SILVER CITY AIRWAYS LTD 
62 Brompton Road S.W.3. KEN 4567 


i 


Presentation: 60 tablets in 
5 rolls of 10—N.H.8. Price 
2/-. Alse in gol form. 


Aluphos is a trade mark 

















“The funds of this old-established 
Society are invested in the homes of 
the people throughout the country.” 


Hastings and Thanet 
BUILDING SOCIETY 
Deposits are Trustee Investments 
Member of the Building Societies 
Association 
Assets £35,000,000 
Established over 100 years 


HASTINGS and THANET 
Building Society 
99, BAKER STREET, LONDON, W.! 
Telephone: WELbeck 0028 
Send for “Satay Booklet” —it’s well 
worth reading 





BRANCHES AND AGENTS THROUGHOUT 
THE COUNTRY 
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The 
New England 


Journal of Medicine 


FORMERLY THE BOSTON MEDICAL AND SURGICAL JOURNAL—Established 1828 
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ORIGINAL ARTICLES MEDICAL PROGRESS 
Bacteriuria and Urinary-Tract Infections in Hos- Portal Hypertension (Concluded) . . . . . 451 
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Orders for the New England Journal of Medicine, with remittance for £3 5s. ag 7 
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ST. ANDREWS HOSPITAL, NORTHAMPTON 


FOR NERVOUS AND MENTAL DISORDERS 
President—Tue EARL SPENCER 
Medical Superintendent—-THOMAS TENNENT, M.D., F.R.C.P., D.P.H., D.P.M. 


This Registered Hospital is situated in 130 acres of park and pleasure grounds. Voluntary patients, who are 
suffering from incipient mental disorders, or who wish to prevent recurrent attacks of mental trouble; ‘temporary 
tients, and certi patients of both sexes are received for treatment. Careful clinical, bioch 
ical and p ions. Private rooms with special nurses, male or female, in the Hospital or 
in one of the numerous villoe in the grounds of the various branches can be provided. 


WANTAGE HOUSE 
This is a Reception Hospital in detached grounds with a oa, entrance, to which patients can 


admitted. It is equipped with all the apparatus for the r ir and treatment of Mental 
Nervous Disorders by the most modern methods; insulin treatment is available for suitable cases. i 











Operating ieee. a Dental Surgery, an X-Ray Room, an Ultra-Violet Apparatus, and a t Departmen 
Diathermy and High-Frequency treatment. It also contains Laboratories for biochemical, bacteriological, and 
pathological research. Psychotherapeutic tr is when i 





pl 7 


MOULTON PARK 


Two miles from the Main Hospital there are aap branch establishments and villas situated in a 
farm of 650 acres. Milk, meat, fruit, and v d to the I | from the farm, 

orchards of Moulton Park. Occupational therapy isa } wo of this branch, and patients are given every facility 
for occupying themselves in farming, gardening, and fruit-growing. 


BRYN-Y-NEUADD HALL 


The seaside house of St. Andrews Hospital is beautifully situated in a Park of 330 acres, at Lianfairfechan 

emides he Soest esenery in oe ee — op oe a ie of the Oo See 0 ae Sh oe Se 
. Patients ma tt ranch for a rt seaside nge, or for longer periods. The Hospital 

apy My Soy Beefy ba Bi Seen Oe Se ae 

At all = branches of the Hospital there are cricket grounds, foot! and hockey grounds, lawn tennis 
courts (grass and hard courts), croquet grounds, golf courses, and bowling -T.y ~ Ladies and gentlemen have 
their own gardens, and lite ann are provided for Cadente. such as 

For terms and further particulars apply t to the Medical ier tides No. 34354, three lines, 
Nerthampton), who can be seen in London by appointment. 
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Breakfast-time: 
Nadisan -time 


Nowadays many 
diabetics are 
fortunately able 
to control their 
disease with a 
single daily dose 
of 1—2 tablets 

of Nadisan 
(preferably taken 
at breakfast). 


Nadisan 
has 3 important 
advantages: 


effect lasts until 
the next day 


particularly 
economical 


excellent 
tolerance, 
proved by 
five years 

of experience 


Nadisan 

Tablets 0.5 g 

for the oral 
treatment of 
diabetes mellitus 


C. F. Boehringer 
& Soehne GmbH. 
Mannheim - Germany 


Nadisan 
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The short intensive treatment 

for Influenza and colds 

Fluscorbin is a new preparation combining a massive dose of Vitamin C 

with Phenacetin and Caffeine and alkaloids of Quinquina, It offers 

an effective “ attack” treatment of influenza and the common cold 

by rapidly overcoming the febrile state and stimulating the natural 
defence mechanism of the body. 


Literature and samples on request. 
CONTINENTAL LABORATORIES LTD. 


101, GREAT RUSSELL STREET, LONDON, W.C.1. 
Telephone : MUSeum 2042-3-0626 Telegrams : Taxolabs, Phone, London 
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The short intensive treatment 

for Influenza and colds 

Fluscorbin is a new preparation combining a massive dose of Vitamin C 

with Phenacetin and Caffeine and alkaloids of Quinquina. It offers 

an effective “ attack’ treatment of influenza and the common cold 

by rapidly overcoming the febrile state and stimulating the natural 
defence mechanism of the body. 


Literature and samples on request. 
CONTINENTAL LABORATORIES LTD. 


101, GREAT RUSSELL STREET, LONDON, W.C.1. 
Telephone : MUSeum 2042-3-0626 Telegrams : Taxolabs, Phone, London 





GUANIMYCIN 
8 shortens the duration of illness 
® prevents survival of resistant strains 
@ reduces the convalescent carrier rate 
@ does not cause neurotoxic complications 


@ ig suitable for children as well as adults 


ENTERITIS 
attacks 


“di 


ie 


GUANIMYCIN OF | 


controls 
symptoms 
in 24 hours 


G in is d in bottles to pre- 
pare 4 fluid ounces of suspension, each fluid 
ounce to contain streptomycin sulphate 
0.2% gramme, sulphaguanidine 2 grammes 
and kaolin 2 grammes. 





STANDARD REFERENCE CARD 
ON APPLICATION 


Manufactured in England by ALLEN & HANBURYS LTD LONDON E2 
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